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(57) Abstract 

The invention provides a compound of formula (I), wherein n is an integer of from 0 to 2; R is an optional substituent; R* is hydrogen 
or Ci-6alkyl; R^ is an atom or group selected from hydrogen, Ci^eaOsyl (including cycloalkyl and cycloaDcylalkyl), Ci-4alkoxy. pynyl, 
thienyl, pyridyl, 13-benzodioxolo, phenyl and naphthyl, which groins are optionally substituted; R^ is hydrogen, OH. Ci-ealkyl, C\-^Skoxy 
or -<>Ci^yl; R^ is a group independently selected from Ci-6alkyl (includmg cycloalkyl and cycloalkylalkyl), C2-6aIkenyl, and C^6alkynyl 
which groins are optionaUy substituted; R^ is a group independently selected from C2-6aQcyl (including cycloalkyl and cycloalkylalkyl). 
C2-6alkenyl and Ca-^alkynyC which groups are optionaUy substituted; or R* and R^ together with the carbon atom to which they are attached, 
fomi a C>7Spiro cycloalkyl group which is optionally substituted; R^ and R^ are independently selected from hydrogen and Ci-aalkyl; and 
X is an aromatic or non-aromatic nK>iK)cyclic or bicyclic ring system having from 5 to 10 carbon atoms (including the two carbon atoms 
forming part of the thiazepine ring) whoein optionaUy one or more of the carbon atoms is/are replaced by heteroatt>m(s) independently 
selected from nitrogen, oxygen and sulphur, or X is an aromatic or non-aromatic monocyclic or bicyclic ring system having from 5 to 10 
carbon atoms (including the two carbon atoms forming part of the thiazepine ring) wherein one or more of the caibcm atoms is/are replaced 
by beteroatom(s) independently selected from nitrogen, oxygen and sulphur, and salts, solvates and physiologicaUy iunctional derivatives 
thereof, pharmaceutica] formulations cooqmsing such compounds, processes for their preparation and their use in reducing bUe acid uptake 
and hence as bypoUpidaemic coo^unds. 
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HYPOLIPIDAEMIC CONDENSED 1,4-THIAZEPINES 

The present invention is concerned with new hypolipidaemic compounds, with processes 
and novel intermediates for their preparation, with pharmaceutical compositions containing 
them and with their use in medicine, particularly in the prophylaxis and treatment of 
hypolipidaemic conditions, such as atherosclerosis. 

Hypolipidamic conditions are often associated with elevated plasma concentrations of low 
density lipoprotein (LDL) cholesterol and very low density lipoprotein (VLDL) cholesterol. 
Such concentrations may be reduced by decreasing the absorption of bile acids from the 
intestine. One method by which this may be achieved is to inhibit the bile acid active 
uptake system in the terminal ilexim. Such inhibition stimulates the conversion of 
cholesterol to bile acid by the liver and the resulting increase in demand for cholesterol 
produces a corresponding increase in the rate of clearance of LDL and VLDL cholesterol 
from the blood plasma or serum. 

There has now been identified a novel class of heterocyclic compounds which reduce the 
plasma or serum concentrations of LDL and VLDL cholesterol and in consequence are 
particularly useful as hypolipidaemic agents. By decreasing the concentrations of 
cholesterol and cholesterol ester in the plasma, the compounds of the present invention 
retard the build-up of atherosclerotic lesions and reduce the incidence of coronary heart 
disease-related events. The latter are defined as cardiac events associated with increased 
concentrations of cholesterol and cholesterol ester in the plasma or senmi. 

For the purposes of this specification, a hyperlipidaemic condition is defined as any 
condition wherein the total cholesterol concentration (LDL + VLDL) in the plasma or serum 
is greater than 240mg/dL (6.21mmol/L) (J. Amer. Med. Assn. 25fi, 20, 2849-2858 (1986)). 
USP 3,362,962 describes a genus of benzothiazepines outside the scope of the present 
invention which have muscle-relaxant and anticonvulsant activity; there is no disclosure in 
the patent specification that the compounds described therein may be useful as 
hypolipidaemic agents. 

According to the present invention, there is provided a compound of formula (I) 
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(I) 



1 is an integer of from 0 to 4; 



n is an integer of &om 0 to 2; 



R is an atom or group selected from halogen, cyano, nitro, alkyl, alkoxy, aiyl, beteroaiyl, 
aryloxy, aryialkoxy, aralkyl, alkaryl, -0(CH2)pS03Rl 1, -0(CH2)pNRl 1r12, 
-0(CH2)pN+Rl 1r12r14^ .cqrI 1, -C02RI l -CONRl 1r12, -CH2ORI ^ -NRl 1r12 
-NHCORll, -NHSO2RII, -SRU, -SO2R". -SO2NRIIRI2, -S03R11 wherein p is an 
integer of from 1 to 4, 1 and R12 are independently selected from hydrogen, Cj^g alkyl 
and phenyl, and R^"* is hydrogen or Cj.^ alkyl or R is a group -OCH2O- which forms a 
further ring attached to X, wherein said alkyl, alkoxy, aryl, heteroaryl, aryloxy, aryialkoxy, 
aralyl and alkaryl groups are optionally substituted by one or more atoms or groups selected 
from halogen, nitro, mtrile7 alkyl, alkoxy, -CORI ^ -C02R^ ^ -SO3RI ^ wherein r1 1 is as 
hereinbefore defined and -NR14r15 wherein R^* is as hereinbefore defined and r15 
hydrogen or €1.5 alkyl; 

R1 is hydrogen or C^.^ alkyl; 



R2 is an atom or group selected from hydrogen, Cj.^ alkyl (including cycloalkyl and 
cycloalkylalkyl), Cj^ alkoxy, pyrryl, thienyl, pyridyl, 1,3-benzodioxolo, phenyl and 
naphthyl, which groups are optionally substituted by one or more atoms or groups 
independently selected from halogen, cyano, nitro, carboxyl, phenyl, phenoxy, benzyloxy, 
-CORl 1, .CO2RI 1, -CONRl 1r12 -CH2ORI 1, -NrI 1r12, -NHCORI I, -NHSO2RI ^ 
-SRl 1, .SO2RI I, -SO3RI 1 (wherein r1 1 and r12 are as hereinbefore defined) 
-0(CH2)pNRl Ir12, .0(CH2)pN+Rl 1r12r13 and -0(CH2)pS03Rl 1 (wherein p, r1 1 and 
r1 2 are as hereinbefore defined and R'^ is hydrogen or C 1.6 alkyl); 

R3 is hydrogen, OH, Cj.g alkyl, C 1.5 alkoxy or -OC1.5 acyl: 



SUBSTITUTE SHEET (RULE 26) 
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R"* is a group independently selected from Ci.^ alkyl (including cycloalkyl and 
cycloalkylalkyl), C2-6 alkenyl, and C2.6 alkynyl which groups are optionally substituted by 
one or more atoms or groups independently selected from halogen, 0x0, alkoxy, 

-NR14r15^ .SR14, -S(0)Ci.6 alkyl, -S02R^'*, and -SOsR^^ (wherein r14 and 
Rl5 are as hereinbefore defined); 

r5 is a group independently selected from C2.6 alkyl (including cycloalkyl and 
cycloalkylalkyl), C2-6 alkenyl and C2-6 alkynyl, which groups are optionally substituted by 
one or more atoms or groups independently selected from halogen, 0x0 Cj^ alkoxy, 
-C02R'^ -NRI4r15^ .SR14 -S(0)C]-6 alkyl, -SO2 R''^, -SO3RI4 (wherein r14 and r15 
are as hereinbefore defined); 

or r4 and r5, together with the carbon atom to which they are attached, form a C3.7 spiro 
cycloalkyl group which is optionally substituted by one or more atoms or groups 
independently selected from halogen, Ci.g alkoxy, -C02R'^, -SO3RI4 and -NRI^rIS 
(where r14 and R15 

are as hereinbefore defined); 

r6 and R^ are independently selected from hydrogen and C1.6 alkyl; and 

X is an aromatic or non-aromatic monocyclic or bicyclic ring system having from 5 to 10 
carbon atoms (including the two carbon atoms forming part of the thiazepine ring) wherein 
optionally one or more of the carbon atoms is/are replaced by heteroatom(s) independently 
selected from nitrogen, oxygen and sulphur, 

or X is an aromatic or non-aromatic monocyclic or bicyclic ring system having from 5 to 10 
carbon atoms (including the two carbon atoms forming part of the thiazepine ring) wherein 
one or more of the carbon atoms is/are replaced by heteroatom(s) independently selected 
from nitrogen, oxygen and sulphur. 

with the proviso that when 1 is an integer of from 0 to 4, = R^ = r7 = H, r3 = H or OH, 
r2 = unsubstituted phenyl or phenyl substituted by one or more atoms or groups 
independently selected from halogen, nitro, phenylalkoxy, C]^ alkoxy, C1.6 alkyl and 
•0(CH2)pSO3R^' wherein p and R'^ are as hereinbefore defined, wherein said 
phenylalkoxy, alkoxy and alkyl groups are optionally substituted by one or more halogen 
atoms, and X is a fused phenyl ring, then R^ is other than a C1.6 straight alkyl group and 
r5 is other than a C2.5 straight alkyl group; and 
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salts, solvates and physiologically functional derivatives thereof. 
Preferably the present invention provides a compound of formula (la): 




wherein 

1 is an integer of from 0 to 4; 
n is an integer of from 0 to 2; 

R is an atom or group selected from halogen, cyano, nitro, alkyl, alkoxy, aryl, heteroaryl, 
aryloxy, arylalkoxy, aralkyl, alkaryl, -CORI 1, -CO2RI 1, -CONRI 1r12, -CH2ORI 1, 
-NRHr12 -NHCORH, -NHS02R1^ -SR^, -S02R11 -SO3RII wherein RH and r12 
are independently selected from hydrogen, C1.5 alkyl and phenyl, wherein said alkyl, 
alkoxy, aryl, heteroaryl, aryloxy, arylalkoxy, aralyl and alkaryl groups are optionally 
substituted by one or more atoms or groups selected from halogen, nitro, nitrile, alkyl, 
alkoxy, -CORll, -C02R1^ -SOsRI^ wherein R^l is as hereinbefore defined and - 
Nr14r15 wherein R^^ and R15 are as hereinbefore defined; 



R' and r3 are independently selected from hydrogen and C]^ alkyl; 

R2 is an atom or group selected firom hydrogen, C1.5 alkyl (including cycloalkyl and 

cycloalkylalkyl), C]^ alkoxy, pyrryl, ihienyl, pyridyl, 1,3-benzodioxolo, phenyl and 

naphthyl, which groups are optionally substimted by one or more atoms or groups 

independently selected from halogen, cyano. nitro, carboxyL phenyl, phenoxy, benzyloxy, 

-CORI ^ •CO2RI ^ -C0NR11r12^ ^CH20R1 J, <NR11r12, -NHCORH, .NHSO2RI I 

-SRll, -SO2R", -SO3RII (wherein R^l and r12 are independently selected from 

hydrogen. Ci.6 alkyl and phenvl), -O(CH^) NRI 1r12, .©(CHo) N+R1 1r12r13 

"P 



SUBSTITUTE SHEET (RULE M) 
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-0(CH2) SO3RI ' (wherein p is an integer of from 1 to 4, ' and R' 2 are as hereinbefore 

P 1 " 
defined and R^^ is hydrogen or Ci.g alkyl); 

r4 IS a group independently selected from Ci-6 alkyl (including cycloalkyl and 
cycloalkylalkyi), C2.6 alkenyl and C2.6 alkynyl, which groups are optionally substituted by 
one or more atoms or groups independently selected from halogen, C]^ alkoxy, -C02R^'*, 
.NR14r15^ -SO3RI4 

(wherein R^'* and R'^ are independently selected from hydrogen and 
C1.6 alkyl) and RI^cor'^ where r16 is a Ci^ alkylene group and K^"^ is a Ci^ alkyl 
group; 

r5 IS a group independently selected fix)m C2-6 alkyl (including cycloalkyl and 
cycloalkylalkyi). C2-6 alkenyl and C2.6 alkynyl, which groups are optionally substituted by 
one or more atoms or groups independently selected from halogen, C1.4 alkoxy, -C02R^^, 
-NR^4r15^ -SO3RI4 (wherein and r15 are independently selected from hydrogen and 
C1.6 alkyl) and -RI^cORI^ where r16 is a Cm alkylene group and r17 is a C]^ alkyl 
group; 

or r4 and r5, together with the carbon atom to which they are attached, form a C3.7 spiro 
cycloalkyl group which is optionally substituted by one or more atoms or groups 
independently selected from halogen, C1.6 alkoxy, -C02R^'*, -SO3RI4 and -NR14r15 
(where r14 and r15 are as hereinbefore defined; 

r6 and r7 are independently selected from hydrogen and Cj^ alkyl; and 

X is an aromatic or non-aromatic monocyclic or bicyclic ring system having from 5 to 10 
carbon atoms (including the two carbon atoms forming part of the thiazepine ring) wherein 
optionally one or more of the carbon atoms is/are replaced by heteroatom(s) independently 
selected from nitrogen, oxygen and sulphur; 

with the proviso that when 1 is an integer of from 0 to 4, r1 = r3 = r6 = r7 = h, r2 = 
unsubstituted phenyl or phenyl substituted by one or more atoms or groups independently 
selected from halogen, niiro, phenylalkoxy, alkoxy, Cj^g alkyl and -0(CH2) SO3RI ' 
wherein p and R" are as hereinbefore defined, wherein said phenylalkoxy, alkoxy'and alkyl 
groups are optionally substituted by one or more halogen atoms, and X is a fiiscd phenyl 
ring, then R^ is other than a Cj.g straight 
alkyl group and R^ is other than a C2-5 su^aight alkyl group; and 
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sails, solvates and physiologically functional derivatives thereof. 

Pharmaceutically acceptable salts are particularly suitable for medical applications because 
of their greater aqueous solubility relative to the parent, k basic, compounds. Such salts 
must clearly have a pharmaceutically acceptable anion or cation. Suitable pharmaceutically 
acceptable acid addition salts of the compounds of the present invention include those 
derived from inorganic acids, such as hydrocholoric, hydrobromic, phosphoric, 
metaphosphoric, nitric, sulphamic and sulphuric acids, and organic acids such as acetic, 
benzenesulphonic, benzoic, citric, ethanesulphonic, fiimaric, gluconic, glycollic, isothionic, 
lactic, lactobionic, maleic, malic, methanesulphonic, succinic, p-toluenesulphonic, tartaric 
and trifluoroacetic acids. The chloride salt is particularly preferred for medical purposes. 
Suitable pharmaceutically acceptable base salts include ammonium salts, alkali metal salts, 
such as sodium and potassium salts, and alkaline earth salts, such as magnesium and 
calcium salts. 

Salts having a non-pharmaceutically acceptable anion are within the scope of the invention 
as useful intermediates for the preparation or purification of pharmaceutically acceptable 
salts and/or for use in non-therapeutic, for example, in vitro , applications. 

The teim "physiologically functional derivative" as used herein refers to any physiologically 
acceptable derivative of a compound of the present invention, for example, an ester, which 
upon administration to a manunal, such as a human, is capable of providing (directly or 
indirectly) such a compound or an active metabolite thereof. 

A further aspect of the present invention is prodrugs of the compounds of the invention. 
Such prodrugs can be metabolised in vivo to give a compotmd according to the invention. 
These prodrugs may or may not be active in their own right 

The compounds of the present invention can also exist in different polymorphic forms, for 
example amorphous and crystalline polymorphic forms. All polymorphic forms of the 
compounds of the present invention are within the scope of the invention and are a further 
aspect thereof. 

The term "alkyP as used herein refers, unless otherwise stated, to a monovalent straight or 
branched chain radical. Likewise, the term "alkoxy" refers to a monovalent straight or 
branched chain radical attached to the parent molecular moiety through an oxygen atom. 
The term "aryl" refers to an aromatic monocyclic or bicyclic ring system comprising from 6 
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to 10 carbon atoms and optionally substituted by one or more atoms or groups selected from 
halogen, niu^o, nitrile, alkyl, alkoxy, -COR'', -SOsR^' wherein R'^ is as 

hereinbefore defined and -NR ' ^R ' ^ wherein R ' ^ and R 1 5 are as hereinbefore defined. The 
term "heteroaryl" refers to an aromatic monocyclic or bicyclic ring system comprising from 
5 to 10 carbon atoms wherein one or more of the carbon atoms is/are replaced by 
heteroatom(s) independently selected from nitrogen, oxygen and sulphur which ring system 
is optionally substituted by one or more atoms or groups selected from halogen, nitro, 
nitrile, alkyl, alkoxy, -COR^ 1, -C02R^ ^ -SO3R' ^ wherein R^ 1 is as hereinbefore defmed 
and 

"NR'4r15 wherein R'^ and R^ 5 are as hereinbefore defined. The term "aryloxy" refers to 
an aryl group as herein defined attached to the parent molecular moiety through an oxygen 
atom. The term "arylalkoxy" refers to an aryl group as herein defined attached to a divalent 
C1.6 alkylene group which is itself attached to the parent molecular moiety through an 
oxygen atom. The term "aralkyl" refers to an ar>'l group as herein defined attached to a 
divalent C^.^ alkylene group which is itself attached to the parent molecular moiety. The 
term "alkaryl" refers to an aikyl group as herein defined attached to an aryl group as herein 
defined which is itself attached to the parent molecular moiety. The term "halogen" refers 
to Fluorine, Chlorine, Bromine and Iodine. 

The compounds of formula (I) can exist in forms wherein one or more of the carbon centres 
-C(R6)(r7)., .C(R4)(R5)- and -C(R1)(R2)- is/are chiral. The present invention includes 
within its scope each possible optical isomer substantially free, ig associated with less than 
5%, of any other optical isomer(s), and mixtures of one or more optical isomers in any 
proportions, including racemic mixtures. 

For the purposes of this specification, the absolute chiralities of -C(R^)(R5)- and 
-C(R1)(R2)- are given in the order -C(R'*)(R5)-, then -C(R1)(R2>. For example, the prefix 
"(RS)-" denotes an (R)-configuration at -C(R'^)(R5). and an (S>configuration at 
-C(R1)(R2)- and the prefix "(RS,SR)-" denotes a mixture of two isomers wherein one is (R)- 
at -C(R4)(r5). and (S)- at -C(R1)(R2) and the other is (S)- at -C(R4)(r5). and (R). at 
I -C(R^ )(R^). Other permutations will be clear to the skilled person. 

In those cases where the absolute stereochemistry at -C(R4)(R5)- and -C(R^)(R2)- has not 
been detennined, the compounds of the invention are defined in terms of the relative 
positions of the R^/R^ and R'/R^ subsiituents. Thus those compotmds wherein the bulkier 
of the R^ and R^ substituents, ie the substitueni of higher mass, and the bulkier of the R' 
and r2 substituents are both located on the same side of the thiazepine ring are referred to 
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herein as "ds", and those compounds wherein the two bulkier substituents are located on 
opposite sides of the ring are referred to as " trans **. It will be evident to a skilled person that 
both "cis" and '* trans " compounds of the invention can each exist in two enantiomeric forms 
which are individually designated "(''■)-" or according to the direction of rotation of a 
plane of polarised light when passed through a sample of the compound. £is or trans 
compounds of the invention in which the individual enantiomers have not been resolved are 
referred to herein using the prefix 

Preferred compounds of formula (I) having particularly desirable hypolipidaemic properties 
are the trans isomers of those compounds wherein 

lis 0, l,or2; 

n is 1 or 2; 

Rl, R6andR7 are all hydrogen; and 
R3 is hydrogen or hydroxy; and 

X is a fused phenyl, naphthyL pyrryl, thienyl, or pyridyl group; 
Of these compounds, those wherein 
lisOorl; 
n is 2: and 

r2 IS a group selected from pyrryl, thienyl, pyridyl, phenyl and naphthyl, which groups may 
be substituted by one or more atoms or groups independently selected from halogen, cyano, 
nitro, carboxyl, phenyl, phenoxy, benzyloxy, -CORI ^ -C02R^^ -CONR^ ^R12 
-CH20R11, -NRHr12 -NHCORH, -NHS02R11 -SR", .S02R^', -SO3RII (wherein 
rIJ andRJ2 are independently selected from hydrogen, Cj^g alkyl and phenyl), 
-0(CH2) NR1^R^2 .0(CH2) N+R11r12r13 and -0(CH2) SO3RII (wherein p is an 
integer of from 1 to 4, R^ 1 and?ll2 ^jrt as hereinbefore defined^d R^^ is hydrogen or 
C1.6 alkyl); 

are particularly preferred. 
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Compounds of formula (I) having exceptional hypolipidaemic properties include:- 

(-HRR)-3-butylo-ethyl-2,3,4,5-tetrahydro-5-phenyi-l,4-ben20thia2epin^ 1,1-dioxide; 
(+-)-trans-3-((E)-2-butenyl)-3-ethyl-2 J,4,5-tetrahydro-5-phenyl- 1 ,4-benzothiazepine 1,1- 
dioxide; 

(+-)4rans-3-ethyl-2J,4,5-tetrahydro-3-(3-methoxypropyl)-5-phenyl-I,4-benzothiazepine 
1,1 -dioxide; 

(+-)-trans- 1 -(3-ethyI-2,3,4,5-tetrahydro-5-phenyl- 1 ,4-benzothia2epin-3-yl)-2-butanoneS,S- 
dioxide; 

(+-)-trans-l-(3-ethyl-2,3,4,5-tetrahydro-8-methoxy-5-phenyl-l,4-benzothiazepin-3-yI^ 
butanone S,S-dioxide hydrochloride 1.1 hydrate; 

(+-)-transo-( 1 -butenyl)-3-ethyI-2.3,4,5-tetrahydro-5-phenyl- 1 ,4-benzothiazepinel , 1 -dioxide 
hydrochloride 0.4 hydrate; 

(+-)-trans-3 -(ethoxyethy l)-3 -ethyl-2,3 ,4,5-tetrahydro-5-phenyl- 1 ,4-benzothiazepine 1,1- 
dioxide hydrochloride hemihydrate; 

(+-)-trans-3-(ethoxymethyl)-3-ethyl-2,3,4,5-tetrahydroo-pheny 1- 1 ,4-benzothia2epine 1,1- 
dioxide hydrochloride; 

(+-)-trans-ethyl 3-(3-ethyl-2,3,4,5-tetrahydro-5-phenyl-l,4-ben2othiazepin-3-yl)propionate 
1,1 -dioxide; 

(+-)-trans-(E)-4-(3-ethyl-2,3,4,5-tetrahydro-5-phenyl-l,4-benzothiazepin-3-yl)-3-buten-2- 
one 1,1 -dioxide; 

(+-)-2,3,4,5-tetrahydro-8-methoxy-5-phenylspiro( 1 ,4-beiizothiazepine-3, 1 -cyclohexane) 

1,1 -dioxide; 

(+-)-trans-3-butyl-3-ethyl-2,3,4,5-tetrahydro-5-(4-pyridyl)-l ,4-ben20thiazepine 1 ,1 -dioxide; 
(+-)-tram-3-butyl-3-ethyl-2,3,4,5-tetrahydro-4-hydroxy-5-(4-pyridyl)-l,4-benzothia2epine 
1,1 -dioxide; 

(+-)-trans-3-butyl-3-ethyl-23,4,5-tetrahydro-5-(2-thienyl)-l ,4-benzothiazepine 1 ,1-dioxide; 
(+-)-trans-3-butyl-3 -ethy 1-2,3 ,4,5-teuahydro-5-( 1 H-pynol- 1 -y 1)- 1 ,4-ben20thiazepine 1,1- 
dioxide; 

(+-)-trans-3-butyl-3-ethyl-2,3,4,5-tetrahydro-5-phenylpyrido(4,3-F)-l,4-benzothiazepine 
1,1 -dioxide; 

(+-)-trans-3-butyi-3-ethyl-3,4,5,7-tetrahydro-5-phenyl-2H-pyrrolo(3,4.F)-l,4- 
benzothiazepine Kl-dioxide 0.1 hydrate; 

(+-)-u-ans-3-buty l-3-ethyl-2,3 ,4,5-tetrahydro-5-phenylthieno(2,3-F)- 1 ,4-benzothiazepine 1,1- 
dioxide; 



wo 94/18183 



PCT/GB94/00299 



10 



(+-)-transo-ethyl-2,3,4,5-teirahydro-5-phenyl-3-(4,4,44rifluorobutyl)-l,4-beM^ 
1,1 -dioxide; 

(+-)4rans-2,3,4.5-ietrahydro-3-isopropyl-3-methyl-5-phenyl-K4-benzothia2epine 1,1- 

dioxide 0.25 H2O; 

(+-)-trans-3-((E)-2-Buteny l)-3-ethyl-2,3 ,4.5-tetrahydro-'5-phenyl- 1 ,4-benzothiazepine; 
(+-)-Cis-2,3,4p-Telrahydro-3-isopropyl-3-methyl-5-phenyl- 1 ,4-benzothia2epine 1 , 1 -dioxide 
0.66 H2O; 

(+-)-trans-3-(3-Ethy l-2,3,4,5-tetrahydro-5-phenyl- 1 ,4-ben2othia2epin-3-y l)propanol 1 , 1 
dioxide; 

(+->transO-Elhylo-(4-Fluorophenyl)-2J,4,5-tetrahydro-7-melhoxy-3-(3-m^^ 
l,4-ben2othiazepine 1,1 -dioxide hydrochloride; 

(+-)-2,3,4,5-Tetrahydro-7-methoxy-5-phenylspiro(l ,4-benzothia2epine-3, 1 -cyclohexane) 
1,1 -dioxide; 

(+-)-trans-l-(3-Ethyl-2,3,4,5-tetrahydro-7-methoxy-5-phenyl-l,4-benzothia^^ 
buianone S,S-dioxide hydrochloride; 

(+-)- transo-butyl-3-ethyl-2,3,4,5-tetrahydro-5-phenybaphtho(3,2-F>h4-benzothiazepm^ 
1,1 -dioxide; 

(+-)-trans-l-(3-Ethyl-2,3,4,5-tetrahydro-7,8-dimethoxy-5-phenyl-l,4-benzothia2epin^ 

2- butanone S.S-dioxide; 

(+-)-trans-3-( I -butenyl)-3-ethyl-2,3,4,5-tetrahydro-7,8-dimethoxy-5-phenyl - 1 ,4- 
benzothiazepine 1,1 -dioxide; 

(+-)-trans-l-(3-Ethyl-2,3,4,5-tetrahydro-7,8-dimethoxy-5-phenyl-l,4-benzothiaz^ 

3- butanone S,S-dioxide; 

(+-)-trans- 1 -(3-Ethyl-2,3,4,5-tetrahydro-8-methoxy-5-phenyH ,4-beiizothia2epin-3-yl)- 1 - 
butanone S,S-dioxide; 

(+-)-tram-l-(3-E%l-2,3,4,5-tetrahydro-7,8-dimethoxy-5-phenyl-l,4-ben20thi 
1-butanone S,S-dioxide; 

(+-)-trans-l-(3-ethyl-2,3,4,5-tetrahydro-7,8-dimethoxy-5-phenyl-l,4-benzothia2ep^^^^ 
4,4,4-trifluoro-l -butanone S,S-dioxide; 

(+-)-tram-l-(3-ethyl-2,3,4,5-tetrahydro-7,8-dimethoxy-5-phenyl-l,4-benzothia2ep^ 
3,3,4,4,4-pentafluoro-2-butanone S,S-dioxide; 

(+-)-trans-l-(3-ethyl-2,3,4,5-ietrahydro-7,8-dimethoxy-5-phenyl-l,4-benzothiazepin-3-yl^^ 
4,4,4-trifluoro-2-buianone S,S-dioxide; 

(+-)-trans-3-ethyl-23,4,5-tetrahydro-7,8-dimethoxy-5-phenyl-3-(4,4,4-trifluorobutyl^ 
benzothiazepine 1,1 -dioxide; 

(+-)-trans-l-(3-(2,2.2-irifluoroethyI)-23,4,5-ieirahydro-7,8-dimethoxy-5-phenyl-^ 
benzoihiazepino-yl)-2-buianone S,S-dioxide: 
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(+-)-trans- 1 -(3-Ethyl-2,3,4,5-ietrahydro-7,8-diethoxy-5-phenyl- 1 ,4-benzothiazepin-3-yl)-2- 
butanone S,S-dioxide; 

(+-).transo-((3-ethyI-2,3,4,5-tetrahydroo-(2-oxobutyl>5-phenyl-l,4-benzothia^^ 
yl)oxy)propanesulfonic acid 1,1 -dioxide; 

(+-)-tram-2-((3-e%l-2,3,4,5-tetrahydro-3-(2-oxobutyl)-5-phenyl-l,4-ben20thia^^ 
yl)oxy)eihyltrimeihylanimonium iodide 1.1 -dioxide: 

Of these the following compounds are most preferred:- 

(-)-(RR)-3-butyl-3-ethyl-2,3,4,5-tetrahydroo-phenyl- 1 ,4-ben2othiazepine 1 , 1 -dioxide; 
(+-)-trans-l-(3-ethyI-2,3,4,5-tetrahydro-8-methoxy-5-phenyl-l,4-benzothiazepm^^ 
butanone S,S-dioxide hydrochloride 1.1 hydrate; 

(■»'-)-Cis-2,3,4,5-Tetrahydro-3-isopropyl-3-methyl-5-phenyl- 1 ,4-benzothiazepine 1 , 1 -dioxide 
0.66 H2O; 

(+->trans-l-(3-Ethy]-2,3,4,5-tetrahydro-7,8-dimethoxy-5-phenyH,4-ben20thiazepin-3-yI)- 
2-butanone S,S-dioxide; 

According to fiirther aspects of the invention, there are also provided: 

(a) compounds of formula (I) and phannaceutically acceptable sahs, solvates and 
physiologically functional derivatives thereof for use as therapeutic agents, 
particularly in the prophylaxis and treatment of clinical conditions for which a bile, 
acid uptake inhibitor is indicated, for example, a hyperlipidaemic condition such as 
atherosclerosis; 

(b) Pharmaceutical compositions comprising a compound of formula (I) or one of its 
phamiaceuticaliy acceptable salts, solvates, or physiologically functional derivatives, 
at least one pharmaceutically acceptable carrier and, optionally, one or more other 
physiologically active agents; 

(c) the use of a compound of formula (I) or of a pharmaceutically acceptable salt, solvate, 
or physiologically functional derivative thereof in the manufacture of a medicament 
for the prophylaxis or treatment of a clinical condition for which a bile acid uptake 
inhibitor is indicated, for example, a hyperlipidaemic condition, such a 
atherosclerosis; 
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(d) a method of inliibiling the absorption of bile acids from the intestine of a manunal, 
such as a human, which comprises administering an effective bile acid absorption 
inhibiting amount of a compound of formula (I) or of a pharmaceutically acceptable 
salt, solvate, or physiologically functional derivative thereof to the mammal; 

(e) a method of reducing the blood plasma or serum concenU*ations of LDL and VLDL 
cholesterol in a mammal, such as a human, which comprises administering an 
effective cholesterol reducing amount of a compound of formula (I) or of a 
pharmaceutically acceptable salt, solvate, or physiologically ftinctional derivative 
thereof to the mammal; 

(f) a method of reducing the concentrations of cholesterol and cholesterol ester in the 
blood plasma or serum of a mammal, such as a human, which comprises 
administering an effective cholesterol and cholesterol ester reducing amount of a 
compound of formula (I) or of a pharmaceutically acceptable salt, solvate, or 
physiologically functional derivative thereof to the mammal; 

(g) a method of increasing the faecal excretion of bile acids in a mammal, such as a 
human, which comprises administering an effective bile acid faecal extraction 
increasing amount of a compound of formula (I) or of a pharmaceutically acceptable 
salt, solvate, or physiologically functional derivative thereof to the mammal; 

(h) a method for the prophylaxis or treatment of a clinical condition in a mammal, such as 
a human, for which a bile acid uptake inhibitor is indicated, for example, a 
hyperlipidaemic condition, such as atherosclerosis, which comprises administering a 
therapeutically effective amount of a compound of the formula (I) or of a 
pharmaceutically acceptable salt, solvate, or physiologically functional derivative 
thereof to the mammal; 

(i) a method of reducing the incidence of coronary heart disease-related events in a 
mammal, such as a human, which comprises adminstering an effective coronary heart 
disease-related events reducing amount of a compoimd of formula (I) or of a 
pharmaceutically acceptable salt, solvate, or physiologically functional derivative 
thereof; 

(j) a method of reducing the concentration of cholesterol in the 
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blood plasma or serum of a mammal, such as a human, which comprises 
administering an effective cholesterol reducing amount of a compound of formula (I); 

(k) processes for the preparation of compounds of fomiula (I) (including salts, solvates 
and physiologically functional derivatives thereof as defined herein); and 

(1) Compounds of formula (II) for use as intermediates in the preparation of compounds 
of formula (I). 

Hereinafter all references to "compound(s) of fonnuia (I)" refer to compdund(s) of formula 
(I) as described above together with their salts, solvates and physiologically functional 
derivatives as defined herein. 

The amount of a compound of fomiula (I) which is required to achieve the desired 
biological effect will, of course, depend on a number of factors, for example, the specific 
compound chosen, the use for which it is intended, the mode of administration and the 
clinical condition of the recipient. In general, a daily dose is in the range of from 0.000 Img 
to lOOmg, typically fi-om 0.000 Img to 5mg, per day per kilogram bodyweight, for example, 
0.005-0.5mg/kg/day, preferably O.OOlmg to 0.5 mg/kg/day. An intravenous dose can, for 
example, be in the range of from O.OOlmg to 0.5 mg/kg, which can conveniently be 
administered as an infusion of from 0.03ng to 50ng per kilogram per minute. Infusion fluids 
suitable for this purpose can contain, for example, from 0.0003ng to 5mg, typically fi-om 
O.OOSng to 5mg, per millilitre. Unit doses can contain, for example, fi-om 0.0 Img to lOmg 
of the active compound, preferably from 0.1 to 5mg. Thus ampoules for injection can 
contain, for example, from 0.0 Img to lOOmg and orally administrable unit dose 
formulations, such as tablets or capsules, can contain, for example, from 0.01 to lOOOmg, 
typically from 0.01 to 60mg, preferably fix>m O.lmg to lOmg. In the case of 
pharmaceutically acceptable salts, the weights indicated above refer to the weight of the 
benzothiazepine ion derived from the salt. 

For the prophylaxis or treatment of the conditions referred to above, the compounds of 
formula (I) can be used as the compound pet se, but are preferably presented with an 
acceptable carrier in the form of a pharmaceutical composition. The carrier must, of course, 
be acceptable in the sense of being compatible with the other ingredients of the composition 
and must not be deleterious to the recipient. The carrier can be a solid or a liquid, or both, 
and is preferably formulated with the compound as a unit-dose composition, for example, a 
tablet, which can contain from 0.05% to 95% by weight of the active compound. Other 
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pharmacologically active substances can also be present including other compounds of 
formula (I). The pharmaceutical compositions of the invention can be prepared by any of 
the well known techniques of pharmacy consisting essentially of admixing the components. 

Pharmaceutical compositions according to the present invention include those suitable for 
oral, recta], topical, buccal (e.g. sub-lingual) and parenteral (e.g. subcutaneous, 
intramuscular, intradermal, or intravenous) administration, although the most suitable route 
in any given case will depend on the nature and severity of the condition being treated and 
on the nature of the particular compound of formula (I) which is being used. Enteric-coated 
and enteric-coated controlled release formulations are also within the scope of the invention. 
Suitable enteric coatings include cellulose acetate phthalate, polyvinylacetate phthalate, 
hydroxypropylmethylcellulose phthalate and anionic polymers of methacrylic acid and 
methacrylic acid methyl ester. 

Pharmaceutical compositions suitable for oral administration can be presented in discrete 
units, such as capsules, cachets, lozenges, or tablets, each containing a predetermined 
amount of a compound of formula (I); as a powder or granules; as a solution or a suspension 
in an aqueous or non-aqueous liquid; or as an oil-in-water or water-in-oil emulsion. As 
indicated, such compositions can be prepared by any suitable method of pharmacy which 
includes the step of bringing into association the active compoimd and the carrier (which 
can constitute one or more accessory ingredients). In general, the compositions are prepared 
by uniformly and intimately admixing the active compound with a liquid or finely divided 
solid carrier, or both, and then, if necessary, shaping the product. For example, a tablet can 
be prepared by compressing or moulding a powder or granules of the compoimd, optionally 
with one or more assessory ingredients. Compressed tablets can be prepared by 
compressing, in a suitable machine, the compound in a free-flowing form, such as a powder 
or granules optionally mixed with a binder, lubricant, inert diluent and/or surface 
active/dispersing agent(s). Moulded tablets can be made by moulding, in a suitable 
machine, the powdered compound moistened with an inert liquid diluent. 

Pharmaceutical compositions suitable for buccal (sub-lingual) administration include 
lozenges comprising a compound of fonnula (1) in a flavoured base, usually sucrose and 
acacia or tragacanth, and pastilles comprising the compound in an inert base such as gelatin 
and glycerin or sucrose and acacia. 

Phamiaceuiical compositions suitable for parenteral administration conveniently comprise 
sterile aqueous preparations of a compound of formula (I), preferably isotonic with the 
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blood of the intended recipient. These preparations are preferably administered 
intravenously, although administration can also be effected by means of subcutaneous, 
intramuscular, or intradermal injection. Such preparations can conveniently be prepared by 
admixing the compound with water and rendering the resulting solution sterile and isotonic 
with the blood. Injectable compositions according to the invention will generally contain 
from 0.1 to 5% w/w of the active compound. 

Pharmaceutical compositions suitable for rectal administration are preferably presented as 
unit-dose suppositories. These can be prepared by admixing a compound of formula (I) 
with one or more conventional solid carriers, for example, cocoa butter, and then shaping 
the resulting mixture. 

Pharmaceutical compositions suitable for topical application to the skin preferably take the 
forai of an ointment, cream, lotion, paste, gel, spray, aerosol, or oil. Carriers which can be 
used include vaseline, lanoline, polyethylene glycols, alcohols, and combinations of two or 
more thereof. The active compoimd is generally present at a concentration of fit)m 0.1 to 
15% w/w of the composition, for example, from 0.5 to 2%. 

Transdermal adminstration is also possible. Pharmaceutical compositions suitable for 
transdermal administration can be presented as discrete patches adapted to remain in 
intimate contact with the epddermis of the recipient for a prolonged period of time. Such 
patches typically contain the active compound in an optionally buffered, aqueous solution, 
dissolved and/or dispersed in an adhesive, or dispersed in a polymer. A suitable 
concentration of the active compound is about 1% to 35%, preferably about 3% to 15%. As 
one particular possibility, the active compound can be delivered bom the patch by 
electrotransport or iontophoresis, for example, as described in Pharmaceutical Research . 
2(6), 318 (1986). 

The compounds of the invention can be prepared by conventional methods known to a 
skilled person or in an analogous manner to processes described in the art. 

For example, compounds of formula (I) wherein n = o and and RP are hydrogen can be 
prepared by reducing the imine bond of a compoimd of formida (II) 



SUBSTITUTE SHEET (RULE 26) 



wo 94/18183 PCT/GB94/00299 

16 




wherein 1, R, r2, r4 to and X are as hereinbefore defined, using, for example, a metal 
hydride compound, such as borane, in a suitable solvent, such as THF, or when n is 1 or 2 in 
formula (I) catalytic hydrogenaiion using, for example, a palladium catlalyst, such as 10% 
Pd/C. 



Compounds of formula (11) as herein defined are considered to be novel and constitute a 
further aspect of the present invention. 



Compounds of formula (II) can be prepared by cyclising compounds of formula (III) 




(DI) 



Wherein 1, R, r2, r4 to r7 and X are as hereinbefore defined, by, for example, azeotropic 
distillation or refluxing in the presence of a suitable drying agent, such as molecular sieves, 
in a suitable solvent, for example, 2,6-lutidine, in the presence of an acid, such as HCl. 

Compounds of formula (HI) can be prepared by reacting a compound of formula (FV) 

.SH 



X Q 

(R)i f 



(IV) 
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wherein 1, R, r2 and X are as hereinbefore defined, with a compound of formula (V) or 
preferably with a compound of formula (Va) 




(V) 




(Va) 



OSO 



wherein to R^ are as hereinbefore defined, typically in a polar solvent, for example, 
methanol. 



Compounds of formula (IV) can be prepared by hydrolysis of a compound of formula 
(XXII): 



O 

II 




SCN(alkyI)2 

o (xxn) 



r2 

wherein I, X, R and r2 are as hereinbefore defined with, for example, a base such as KOH 
in methanol/THF. Preferably alkyl is methyl or ethyl. 

Compounds of formula (XXII) can be prepared by heating of a compoimd of formula 
(XXIIl) 
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S 

II 

0CN(alkyl)2 



(R)i [ 



(XXIII) 



wherein 1, X, R and r2 are as hereinbefore defined in a non-polar solvent such as (Ph)20. 

Compounds of formula (XXIII) can be prepared by reaction of a compound of formula 
PCXIV) 



.OH 



(R)i f 



(xxrv) 



wherein 1, X, R and r2 arenas hereinbefore defined, with halo-CSN(alkyl)2, for example, CI 
CS NMe2 in a suitable solvent such as DMAP/Et3N. 

Compounds of formula (III) can also be prepared by reacting a compound of formula 
(XVIII) 




(XVIII) 



Wherein \, R, r2 and X are as hereinbefore defined and L is a suitable leaving group, for 
example, halogen, writh a compound of formula HSC(r6)(r7)C(r4)(r5)nh-> wherein R^ to 
r7 are as hereinbefore defined. 

Compounds of formula (XVIII) can be prepared by reacting a compound of formula (XIX) 



afflSTlTUTE SHEET (RULE 26) 



wo 94/1S183 



19 



PCT/GB94/00299 




(XIX) 



wherein 1, L, R and X are as hereinbefore defined, with a compound of formula R^H 
wherein r2 is as hereinbefore defined, typically by a Friedel-Crafls reaction using, for 
example, aluminium chloride. 

Alternatively, compounds of formula PCVIII) can be prepared by reacting a compound of 
formula (XVIIIa) 



L 




(XVnia) 



wherein 1, L, R and X are as hereinbefore defined with a suitable acid halide, e.g. r2cOC1 
wherein r2 is as hereinbefore defined, by a Friedel-Gafts reaction using, for example, 
aluminium chloride. 

Compounds of formula (III) wherein R^ is -CH2OH can also be prepared by hydrolysis, 
preferably with base, of a compound of formula pCVIIa) 




(XVIIa) 
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wherein 1. R, r2 r5 to r7 and X are as hereinbefore defined, using, for example, KOH in 
aqe. ethanol. 

Compounds of formula (XVII) can be prepared by reacting a compound of formula (IV) 
wherein m, R, r2 and X are as hereinbefore defined, with a compound of formula (XII) 

R^ r5 

(XII) 



wherein r5 to R^ are as hereinbefore defined and L* is a suitable leaving group, for 
example, -OTosyl, typically in a polar aprotic solvent, such as DMF, in die presence of a 
base, for example, NaH. 

Compounds of formula (IV) can be prepared by reacting a compound of formula (VI) 



,SH 



X 

(R)l 



(VI) 



wherein 1, R and X are as hereinbefore defined, with a compound of formula R^CN wherein 
r2 is as hereinbefore defined. The reaction is typically carried out by metalation of 
compound (VI) using, for example, n-butyl lithium in the presence of N,N,N'jNr. 
tetramethylethylenediamine (TMEDA) followed by reaction with the 2q}propriate nitrile in a 
non-polar solvent* for example, cyclohexane. 
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Compounds of formula (IV) can also be prepared by reacting a compound of fonnula 
(XVIII) as hereinbefore defined with sodium sulphide (NaSH) or by metalation when L is 
halogen followed by reaction with sulpur. 

Alternatively, compound of formula (IV) can be prepared from a compoimd of formula 
(XVIIIb) 




pcviiib) 



wherein 1, R, r2, X and L are as hereinbefore defined and preferably C2.6 ^U^l is 
-CH2CH2- or -CH2-C(Me)2-CH2-, by metalation of a compound of formula (XVIIIa) 
using, for example, magnesium or n-butyllithium followed by reaction with sulfiir (Sg) and 
hydrolysis of the alkylenedioxy protecting group with, for example, acid. 

Compoimds of formula (XVIIIb) can be prepared from the corresponding compounds of 
formula (XVIII) by reaction with the appropriate C2-6 diol preferably 1, 2-ethanediol or 
2,2,-dimethyl-l,3-propanediol in a suitable solvent, for example toluene and preferably in 
the presence of a catalyst such as p-toluenesulfonic acid. 

Compounds of formulae (V), (Va), (XIX), (XII), (VI) and R^CN as hereinbefore defined 
can be obtained conmiercially or prepared by methods known to those skilled in the art or 
obtainable from the chemical literature. Thus compounds of formula (V) can be prepared 
from the corresponding 2-substimted 2-aminoethanols, or from compounds of formula (Va) 
and compoxmds of formula (XII) from the corresponding 2-substituted-2amino-l,3- 
propanediols 2-substituted-2-aminoethanols and 2-substituted-2-aniino-l,3-propanediols can 
be obtained commercially or prepared by methods known to those skilled in the art or 
obtainable from the chemical literature. 

Compounds of formula (I) wherein n = o and r1 is not hydrogen can be obtained bv 
reacting the corresponding compound of formula (II) with, for example, an organometallic 
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compound, such as RlLi. rICu, RlZn, or RlMgBr wherein r1 is as hereinbefore defined 
other than hydrogen. 

Compounds of formula (I) wherein n = o and r3 is hydrogen can also be prepared by 
cyclising a compound of formula (VIII) 




(Vni) 



wherein 1, R, r1, r2, r4 to r7 and X are as hereinbefore defined and L* is halogen, for 
example, bromine, by treatment with strong base, for example, n-butyl lithium, in a suitable 
solvent, such as THF, at a loy/ temperature, for example, -78^C. 

Compounds of formula (VIII) can be prepared by reaction of a compound of formula (IX) 




wherein 1. L', R, R^ to R7 and X are as herembefore defined, with a compound of formula 
R1r2c=0 wherein R' and r2 are as hereinbefore defined. The reaction is typically carried 
out in a non-polar solvent, for example, toluene, in the presence of an acid, such as jt 
toluenesuiphonic acid. 
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Compounds of formula (IX) can be prepared by reacting a compound of formula (XI) 




wherein i, L\ R and X are as hereinbefore defined, with a compound of formula (V) wherein 
to r7 are as hereinbefore defined, typically in a polar solvent, such as methanol. 

Compounds of formula (IX) can also be prepared by reacting a compound of formula (XI) 
as hereinbefore defined with a compound of formula (XVII) 




(xn) 



wherein R^ to R*' are as hereinbefore defined, in the presence of a Lewis acid, for example, 
lithium chloride, at an elevated temperature, such as 170-210^C. 

Compounds of formulae r1r2c=0 as hereinbefore defined, (XI) and (XVII) can be 
obtained conmiercially or prepared by methods known to those skilled in the art or 
obtainable fi^om the chemical literature. Thus compounds of formula (XI) may be prepared 
from the corresponding disulphides and compounds of formula (XVII) from the 
corresponding 2-substituted 2-aminoethanols. 

I Compounds of formula (I) wherein n = o and R^ and r3 are both hydrogen can also be 

obtained by reacting a compound of fomiula (XIII) 
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(xni) 



wherein I, R, r4 to r7 and X are as hereinbefore defined, using, for example, an 
organometallic compound, such as R2Li, r2Cu, R2Zn, or R2MgBr wherein r2 is as 
hereinbefore defined. 

Compounds of formula (XIII) can be prepared by dehydrogenating the corresponding 
compound of formula POV) 




POV) 



wherein 1, R, R^ to r7 and X are as hereinbefore defined, using, for example, an oxidising 
agent, such as 2,3-dichloro-5,6-dicyano-l,4-benzoquinone (DDQ), in a suitable solvent, 
such as toluene, or preferably KMn04 ina suitable solvent, such as t-butanol/H20. 

Alternatively, compounds of formula (XHI) can be prepared by reacting a compound of 
formula (TV) wherin r2 is hydrogen with a compound of formula (V) or (Va). 

Compounds of formula (XIV) can be prepared by reducing the amide carbonyl group of the 
corresponding compound of formula (XV) 
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(XV) 



wherein 1, R, to R^ and X are as hereinbefore defined, using, for example, lithium 
aluminium hydride. 

Compounds of formula (XV) can be prepared by reacting a compound of foraiula pCS/1) 





Z 



wherein 1, R and X are as h^einbefore defined and Z is Ci_4 alkoxy, for example, methoxy, 
with a compound of fonnuIa"(V) or (Va) wherein R^ to R^ are as hereinbefore defined. 

The compoimd of formula (XVI) wherein X is benzo can be prepared from a suitably (R)j 
substituted 2,2*-dithiosalicylic acid or when 1=k) from commercially available 2,2*- 
dithiosalicyclic acid by methods known to those skilled in die art. Compounds of formula 
(XVI) \^erein 1 is not 0 can be obtained commercially or prepared by methods known to 
those skilled in the art or obtainable from the chemical literature. 

Alternatively compounds of formula (I) wherein n=o and R^ is hydrogen can be prepared by 
cyclising a compound of formula (XXIX) 
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(XXIX) 



wherein 1, X, r1, r2, and to R^ are as hereinbefore defined by reaction with a non- 
nucleophilic base such as LDA, which can then be reacted with oxone to give compounds of 
formula (I) wherein n=2. 

Compounds of formula (XXIX) can be prepared firom compounds of formula (XXX) 




(XXX) 



wherein 1, X, and R^ to r7 are as hereinbefore defmed , by reaction with R^CHO wherein 
r2 is as hereinbefore defined. 

Compounds of formula (XXX) can be prepared by reaction of compound of fomiula (V) 
with compounds of formula (VI). 

Compounds of formula (I) can also be prepared starting firom compounds of formula (XXI) 
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(XXI) 



wherein X, 1, R, r2 and r5 to r7 are as hereinbefore defined, by steps weU known in the 
art. 

Compounds of formula (XXI) can be prepared by following methods described herein 
which methods will be obvious to one skilled in the art. 



Compounds of formula (XXI) can also be prepared by reaction of compounds of formula 
(II) wherein R4=CH20H by oxidation of the alcohol with, for example, SOipyridir 
Et3N/DMS0. 



me m 



Compounds of formula (I) wherein r3 = OH. Ci.6 alkoxy or -O Ci.6 acyl can be prepared 
from compounds 6f formula Q) wherein r3 is hydrogen by oxidation of the nitrogen with, 
for example, oxone® (potassium peroxyminosulphate) in methanol/water optionaUy 
followed by reactions known in the art. 



Compounds of formula (I) wherein X=pyTTolo can be prepared from compounds of formula 
(XXVI) 




(XXVI) 



wherein P is a protecting group such as tri-isopropylsilyl. and R, 1 and r2 are as 
hereinbefore defmed. by refluxing with NaOH followed by reacuon with a compound of 
formula (V) or (Va) in a suitable solvem such as methanol. The resulting compound 

POCVII) 
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(XXVII) 



wherein r2, r4, r5, r6 and r7 are as hereinbefore defined, is then reacted with for 
example lutidineATSOH to give a compounds of formula (II) wherein l=o and X is pyrrolo. 
These compounds can then be converted into compounds of formula (I) as previously 
described or by reaction with 1) BH3/THF and 2) N-methyl moipholme-N-oxide, 
Os04/tBuOH/THF at room temperature. 

Compounds of formula (XXVI) can be prepared from compounds of formula pCXVIa) 



(XXVIa) 



wherin P is as defined hereinbefore and can be the same or different by reacting a 
compound of formula (XXVIa) with suitable acid halide compound, such as r2C0CI, 
wherein r2 is as hereinbefore defined, by a Friedel-Crafis reaction using, for example, 
aluminum chloride. 



The compounds of formula (XXVIa) can be prepared by first reacting pyrrole with a strong 
base, for example n-butyllithium in an aprotic solvent such as THF, followed by N- 
protection with, for example TIPS-Cl (tri-isopropylsilyl chloride). The resulting N- 
protecied pyrrole is halogenated with, for example N-bromosuccinimide (NBS), foUowed 
by metalation with, for example t-but\ lithium and reaction with sulphur (Sg). The resulting 
sulphur compound is fiirther S-protected with, for example, TIPS-Cl. 

Compounds of formula (I) wherein X=pyrridyl can be prepared from compounds of 
formula (XVIH) wherein X^pyrridyl by reaction with for example, NaSH/DMSO and a 
compound of formula (V) or (Va). TTie resulting compound of formula (IE) wherein X is 
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pyrridyl. and R, 1, r2, and R** to R^ are as hereinbefore defined can be converted to a 
compound of formula (II) wherein X=pyrridyl as previously described. These compounds 
of formula (II) can then be converted to compounds of formula (I) as previously described 
herein. 

Compounds of formula (I) wherein R** is, for example, -CH2CH=C:HCH3, can be 
hydrochlorinated using, for example, gaseous hydrogen chloride, to give the corresponding 
compound of formula (I) wherein R"^ is -CH2CHCICH2CH3. Other functional group 
conversions will be readily apparent to one skilled in the art, for example the compound of 
fonnula (I) wherein r4 is -CH2CHCICH2 CH3 can be hydrolysed using, for example basic 
H2O2, to give the corresponding compound of formula (I) wherein R^ is 
-CH2CH(OH)CH2CH3. This alcohol can be oxidized to the corresponding ketone by 
known methods for example S03/pyridine and Et3N in DMSO. Compounds of fonnula (I) 
wherein r4 is, for example, -CH2CH2COCH3 can be prepared by reducing and 
hydroxylaiing a compound of formula (I) wherem R^ is C2.6 alkenyl using, for example 
diborane followed by acidification and subsequent oxidation with basic H2O2. The 
resulting hydroxy compound can then be oxidized to the corresponding ketone by know 
methods, for example S03/pyridine and Et3N in DMSO. Alternatively, the compound of 
formula (II) wherein R^ is -CHO can be alkenylated using a wittig reagent having an alkyl 
ketone and n-butyllithium to give the corresponding compound of formula (II) wherein R^ 
is C2.6 alkenyl substituted by 0X0, followed by reduction of the alkene by methods 
described herein or known to one skilled in the art or available in the literature. 

Compounds of formula (I) ^J^iierein n = 0 and r3 is not hydrogen can be prepared by N- 
alkylation of the corresponding compound of formula (II) with an alkyl halide, such as 
methyl iodide, in a polar solvent, for example, acetonitrile, prior to reduction to the 
compound of fonnula (I). 

Compounds of formula (I) wherein n = I or 2 can be prepared by oxidation of the 
conesponding compound of formula (I) wherein n = O or by oxidation of the corresponding 
compound of formula (III) wherein n = O prior to cyclisation and reduction to the 
compound of formula (I) using suitable oxidation conditions, for example, in the case where 
n is to be 2, 30% aqu. H^O^ in the presence of uifluoroacetic acid. 

Individual optical isomers of compounds of formula (I) substantially ft-ee, of other optical 
isomers can be obtained either by chiral s>-mhesis. for example, by the use of the appropriate 
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chiral sianing material(s), such as the aziridine (V), or by resolution of the products 
obtained from achiral syntheses, for example, by chiral hplc. 

Optional conversion of a compound of formula (I) to a corresponding acid addition salt may 
be effected by reaction with a solution of the appropriate acid, for example, one of those 
recited earlier. Optional conversion to a corresponding base salt may be effected by 
reaction with a solution of the appropriate base, for example, sodium hydroxide. Optional 
conversion to a physiologically functional derivative, such as an ester, can be carried out by 
methods known to those skilled in the art or obtainable from the chemical literature. 

For a better understanding of the invention, the following Examples are given by way of 
illustration and are not to be construed in any way as limiting the scope of the invention. 

Svnthgtig R?cgmpk 1 



I- Preparation of r-VrRRVl-hii tvl.^-ethvU2.^ 4.5-tetrahvdm-5- 
Phenyl- 1 ,4-hcn7othia7eDine 1 1 -dinviHp 

(a) Ethvl 2-aminobutvrate hvHrn.^f^|^ri^C 



A slurry of 2-amindbutyric acid (lOOg, Aldrich) in absolute ethanol (300ml) was 
stirred under nitrogen at O^C and thionyl chloride (120.8g) was added dropwise. The 
reaction was stirred overnight at 0°C and then gradually warmed to room 
temperature. The resulting white slurry was heated under reflux for 3 hours, left to 
cool for 10 minutes, then poured into chilled diethyl ether (600ml) with hand stirring. 
The suspension was filtered and the solid product dried to give the desired product 
( 1 50g) as a white solid. ^ H NMR consistent with proposed structure. 



(b) Ethvl 2-benzvlideneanijn^l^vtyi^TA 



A solution of the product from step (a) (149.6g), magnesium sulphate (74.3g), and 
triethylamine (246nil) in dichloromethane (1500ml) was stirred at room temperature 
under nitrogen and benzaldehyde (94.9g, Aldrich) was added dropwise. The mixture 
was stirred at room temperature for 3 hours then filtered. The filtrate was 
concentrated trinirated in diethyl ether, filtered and concentrated to yield the desired 
product as a yellow oil (I74g). 'h NMR consistent with the proposed structure. 



SUBSTITUTE SHEET (RULE 26) 



wo 94/18183 PCr/GB94/00299 

31 



(c) f^-VEthvl 2-hen7\'lirfpnpntpino--7.ethvlhf.Y^n^7f»f 

Sodium hydride (32.5g, 60% dispersion in oil) and N,N-dimethyIfonnamide (DMF) 
(700ml) were stirred under nitrogen at room temperature and a solution of the product 
from (b) (178.1g) in DMF was added dropwise. After 2 hours stirring at room 
temperature, a solution of butyl iodide (149.5g) in DMF was added dropwise and the 
reaction left stirring for a further 2 hours. The reaction was poured into an ice cold 
mixture of water (560ml), diethyl ether (300ml) and ammonium chloride (120g). The 
resulting organic layer was dried over potassium carbonate then concentrated to give 
the desired product as a brown oil (220g). 

(d) (+-)-Ethvl ?-aininn--?-PthvlhPvannay>. 

The product from (c) (233.0g) was partitioned between petroleum ether and 10% w/w 
hydrochloric acid (421ml) and stirred at room temperature for 2 hours. The aqueous 
layer was extracted twice with petroleum ether and then chilled with ethyl acetate in 
an ice-salt bath. Sodium hydroxide peUets were added to the mirture until the 
aqueous layer was at pH 1 0. The latter was extracted twice with ethyl acetate and the 
combined ediyl acetate layers were dried over potassium carbonate, then concentrated 
and vacuum distilled to give the desired product as a colourless oil. *H NMR 
consistent with the proposed structure. 



(e) (+-^2- Amino-7-ethvlheYan-l -n) 

Lithium aluminium hydride (222g) was added to anhydrous diethyl ether (450ml) 
under nitrogen. The product from (d) (129.0g) was diluted with diethyl ether (40ml) 
and added dropwise. The reaction was refluxed for 1 hour then cooled to room 
temperature. IM sodium hydroxide (23nil) was added dropwise followed by 
deionised water. The resulting suspension was filtered and the filtrate concentrated to 
give the desired product as a colourless oil (87.9g). NMR consistent with the 
proposed structure. 

(0 r+-V?.Riirvl.7 ^thvla7irirfinP 

Acetonitrile (150ml) and the product from (e) (20.0g) were mixed under nitrogen, 
cooled to 2-3°C and chlorosulphonic acid (16.0g, Aldrich) was added dropviise 
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keeping the temperature below lO^C. The coolant was removed and the slurry left to 
stir for 80 minutes at room temperature. The reaction was concentrated in vacuo and 
co-distilled with water {50ml). 50% Aqueous sodium hydroxide (55.2g) and water 
(50ml) were added and the mixture was distilled at atomospheric pressure. The 
organic layer was collected from the distillate and dried with solid potassium 
hydroxide to give the desired product {12.8g). NMR consistent with proposed 
structure. 

(g) 2-Thinhen7nphi^n^n^ 

A solution of N,N,N',N'-tetramethylethyIenedianiine (TMEDA) (104.6g) in 
cyclohexane (500ml) was cooled and 2.5M n-butyl lithium (360nil) was added. A 
solution of thiophenol (50.0g) in cyclohexane (100ml) was added slowly to the butyl 
lithium solution and the reaction was stirred at room temperature overnight. 
Benzonitrile (46.4g, Aldrich) in cyclohexane (1 00ml) was added to give a slurry 
which was stiired overnight at room temperature. Water (500ml) was added and the 
mixture stirred for 30 minutes then the aqueous layer was separated and treated with 
solid sodium hydroxide to give pH 14. The solution was boiled for 90 minutes, 
cooled to room temperamre and acidified to pH 1-2 wth cone. HCl. The acidic 
solution was extracted with dichloromethane and the combined extracts dried, then 
concentrated to give";a red oil. The oil was treated with IM aqu. NaOH, extracted 
with dichloromethane and the aqueous layer separated and treated with cone. HCl 
acid to give an oil. The oil was extracted into dichloromethane and the combined 
extracts dried, then concentrated to give the desired product as an orange-red oil 
(83.4g). H NMR consistent with proposed structure. 

(h) (+-V2-f2-Amino-2-ethv1 hexvhhio^hen2ophenone 

The product from (g) was dissolved in methanol (to a total volume of 250ml) and an 
equimolar amount of the product from (f) in methanol (total volume 120ml) was 
added over 20 minutes. The mixture was stirred at room temperature for 75 minutes 
then concentrated inyasiiQ to give a dark red oil. This oil was taken up in diethyl 
ether (400ml) and filtered to remove contaminating solids. The desired product was 
left as a solution in ether for use in (i). NMR consistent with proposed structure. 

(0 (-^-V3-Butvl-3-ethvl-5-nhenvU2.3-dihvdrnhP nzothia7epine 
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IM Ethereal hydrochloric acid (275ml) was added to a solution of the product from 
(h) (85.0g) in diethyl ether and the mixture was concentrated in vacuo . Hxe residue 
was azeotropically distilled by addition of 2,6-lutidine (175ml) and refluxing in a 
Dean-Stark apparatus overnight. The mixture was concentrated in vacuo , neutralised 
by addition of 5% sodium bicarbonate then the minimtmi volume of ethyl acetate was 
added to dissolve the red oil The organic layer was separated, washed with brine, 
dried and concentrated. The crude residue was purified by column chromatography 
on silica using toluene as eluant. Concentration of the relevant fractions gave the 
desired product (63. 7g) of an orange oil. NMR consistent with the proposed 
structure. 

0) f-^-VTrans-3>Butvl-3-ethvl-2.3.4.5-tetrahvdro-5-phenvM.4« 
benzothiazepine 

IM Diborane (21 1ml in THF) was added over 45 minutes to a solution of the product 
from (i) (63.7g) in THF under nitrogen. Reaction was stirred at room temperature for 
17 hours. 50% Hydrochloric acid (125ml) was added and the mixture was 
concentrated in vacuo . The residue was partitioned between aqu. NaOH and ethyl 
acetate. The organic layer was separated, dried and concentrated to give an 
orange-yellow oil (67.5g) comprising cis and trans isomers which was 
chromatographed on* silica using toluene as eluant to give the desired product as a 
pale yellow oil (27.3g). NMR consistent with the proposed structure. 

(k) f-^-VTrans-3-ButvUl-ethvU7^ 4.S-teI^ahvd^n-5-phenv^.^4- 

30% Aqueous hydrogen peroxide (73. Ig) and trifluoroacetic acid (TFA) (225ml) were 
cooled and a solution of the product from (j) (70.0g) in TFA (200mi) was added. The 
reaction was stirred at room temperature for 24 hours, then added to water (1000ml) 
and basified with solid sodium hydroxide. The resulting insoluble solid was filtered 
off, warmed with IM aqu. NaOH and extracted into ethyl acetate. The combined 
extracts were evaporated in vacuo to give the desired product (69,0g). ^H NMR 
consistent with the proposed structure. 

(1) f-VfRRV3-Butvl-3>ethvl>Zl,4 5-temihvdro-S^phenvM 4> 
benzothiazepine 1 1 >dinxide 
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The product from (k) (208.3g) was mixed with diethyl ether (1500ml) and 
(-)-di-ihtoluoyl-L-tartaric acid (225.2g, Schweitzerhall) in diethyl ether added. On 
standing, a white solid precipitated which was filtered off and recrystallised from 
acetone/hexane to give the desired product as the acid salt The tide compound was 
liberated from its salt by treatment with IM aqu. NaOH and extracted with ethyl 
acetate. The combined extracts were evaporated in vac^Q to give the desired product 
as a white solid (83.0g), mp 1 15-1 16^C. 

Analysis: Calcd. C 70.55; H 7.61; N 3.92; S 8.97 
Found: C 70.58; H 7.56; N 3.96; S 8.88 

NMR (DMSO-dg), 5: 0.81-0.92 (6H, m, 2XCH3); 1.15-1.40 (4H, m, 2xCH^); 
1.47-1.70 (3H, m, CR^ + NH); 1.80-1.90 (IH, m, CHj); 2.13-2.24 (IH, m, CH;); 
3.07-3.46 (2H, q, CH2SO2); 6.09 (IH, s, CHPh); 6.71-6^4 (IH, m, ArH); 7.26-7.41 
(7H, m, ArH); 8.10-8.13 (IH, m, ArH) 

Synthetic Fvampl^ 7 

PreP^tion 0fr+-Vtrans^VrrFV2-hmenvlV3^thvl-2,3,4.S- tetrahvHrn.S.phffn^ 
benzothiayenine l.l-dinviffg^^ 

(a) f+-V2-r2-Bmenvn-?_.ethvln^HHmP 

Using crotyl bromide in place of butyl iodide in $tep(c) of Synthetic Example 1, the title 
compound was prepared in an analagous manner to give a colorless oil. ^ H NMR consistent 
with the proposed structure. 

(b) 3-Ethvl-3-f2-butenvlVS-phenv!>2 l.HiTiv drobengothia7epmP 

This compound was prepared following the procedure of Synthetic Example l(i). using the 
products from Synthetic Example 2(a)(9.0g) and Synthetic Example l(g){15.0), but 
replacing ethereal HCL with cone. HC1{6 ml). Chromatography on silica using 
hexanes/EtOAc(9:l) as eluant afforded the title product as an orange oil(19.8g). NMR 
consistent with the proposed structure. 
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(c) (-^ -VTrans-3-rrEV2>butenvl V3-ethvl-2.14,54etrahvdroo~phenvl>^ 
benzothia7epine 

Sodium borohydride(16.4g, Aldrich) was added to the product from step(b)(19.8g) in 250 
ml 95% EtOH and stirred at room temperamre for 17 hr. 6N HCI(200 ml) was added, stirred 
for 30 min and concentrated in vacuo. Deionized water(200 ml) was added to the residue, 
followed by 50% NaOH xmtil basic to litmus paper. The mixmre was extracted with EtOAc. 
The organic layer was separated, dried and concentrated to give an orange oil. 
Chromatography on silica using hexanes/EtOAc(98:2) as eluant gave the desired product as 
a beige soiid(4. 1 g), mp 69-740C. 1 H NMR consistent with the desired structure. 

(d) (■^-VT^ms^ ^(^EV2>bmenvlV^>ethvl-2J.4.S>tetrahvdroo■■Dhenv^1■4> 
benzothiazepine l.l-dinxirift 

Alumina(12g, activity grade I, type WB-2, basic, Sigma) was added in portions to 
Oxone(22.9g, Aldrich) and the product from step(c)(4.0g) in 50 ml CH2CI2. The reaction 
mixture was stirred at gentle reflux for 3 hr then at room temperature for 1 7 hr. The mixture 
was filtered and the filtrate'was washed with 5% NaHC03. The organic layer was separated, 
dried and concentrated to give an orange oiL Chromatography on silica using 
hexanes/EtOAc(3:2) as eluant afforded the title product as tan solid(0.65g), mp 167-1690C. 

Analysis: Calcd C 70.95; H 7.09; N 3.94; S 9.02 
Found: C 70.72; H 7.13; N 3.88; S 8.98 

1h NMR(DMSO.d6), 5: 0.83(3H, t, CH3); 1.40-1.48(5H, m. CH3+CH2); 2.60-2.67(SH, 
m, NH+CH2); 3.35(4H, q, CH2SO2); 5.22-5.46(2H, m, CH=CH); 6.02(1H, d, CHPh); 6.56- 
6.59(1H, m, ArH); 7.28-7.50(7H, m, ArH); 7.95-7.99(lH, m, AiH) 



Synthetic Fxamplp 1 



Preparation of f-^ -Vtrans>">-ethvU7 4 S-temihvdro-l-r3>methQxvpronviV5-phenvM d. 
benzQthiazepine l l-dinxirf^ 
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(a) r-h-V2-Allvl-2-ethvlaziridine 

Using allyl bromide in place of butyl iodide in step(c) of Synthetic Example L the title 
compound was prepared in an analagous manner to give a colorless oil. NMR was 
consistent with the proposed structure. 

(b) f+-V3>Allvl-3-ethvl>5-DhenvU2.3-dihvdrohen7nthia7epini> 

This compound was prepared following the procedure of Synthetic Example l(i), using the 
products from step(a)(27.8g) and Synthetic Example l(g)57.8g), but replacing ethereal HCl 
with cone. HC1(23 ml). Chromatography on silica using toluene as the eluani afforded the 
desired product as an orange oiI(57.3g). NMR consistent with the proposed structure. 

(c) r+-VTrans-3>r3-ethv1-2.3.4.S-tetrahvdroo-phenv1-1. 4-ben2Qthia7epin-">> 
yHpropannl 

A l.OM solution of diborane in THF(185 ml, Aldrich) was added to a solution of the 
product from step(b)(57.3g) in 300 ml of THF and stirred at room temperature for 17 hr. 6N 
HC1(200 ml) was added an3 die mixture was concentrated in vacuo to remove THF. IN 
NaOH and EtOAc were added to the aqueous phase and the organic layer was separated, 
dried and concentrated in vacuo. The residue was taken up in THF(400 ml) and 3N 
NaOH(310 ml) followed by 30% H2O2(105.4g) were added. The mixture was stirred at 
room temperature for 4 hr, then saturated NaCO3(200 ml) was added The organic phase 
was separated, dried and concentrated in vacuo to get solids. Trituration of the solids with 
diethyl ether gave the title product as a white solid(30.8g), mp 134-1350C. 
^ H NMR consistent with the proposed structure. 

(d) f-H-VTrans-3-ethvl-2,3,4.5-tetrahvdrn>i -r3-methoyvprQpvIVS-phpnv|.l ,4:, 

bgnzothiazgping 

A 1 .OM soludon of potassium t-buioxide in THFC7.8 ml, Aldrich) was added to a solution of 
methyl iodide(l.lg) and the product from siep(c)(2.5g) in 100 ml of THF. The reaction was 
stirred for 3 hr at room temperature, added deionized water and NaCI. The organic layer was 
separated, dried and concentrated in vacuo. Chromatography on silica usine 
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hexanes/EtOAc(85:15) as eluani afforded the desired product as a light yellow oil(2.0g). 
NMR consistent with the proposed structure. 

(e) r+-VTrans-l-eThvl-2,3,4.5-tetrahvdro-3-n-methoxvpropv1VS ^phenvUr4. 
benzothia^epine 1.1-dinyiHe 

This compound was prepared following the procedure of Synthetic Example l(k), using the 
product from step(d)(2.0g) to give the desired product as a white solid(1.9g), mp 129- 
130OC. 

Analysis: Calcd. C 67.53; H 7.29; N 3.75; S 8.59 
Found: C 67.41; H 7.31; N 3.78; S 8.64 

lHNMR(DMS0-d6), 5: 0.80(3H, t, 3H); 1.24-1.54(4H, m. 2xCH2); 1.67-1.77(1H, m, 
CH2); 2.12-2.22(1H, m, CH2); 2.67(1H, d, NH); 3.08(3H, s, OCH3); 3.12-3.21(2H, 
CH2); 3.38(2H, q, CH2SO2); 5.97(1H, d, CHPh); 6.53-6.57(lH, m. ArH); 7.28-7.49(7H, m, 
ArH); 7.94-7.98(lH. m, ArH) 



Synthetic F.xamp|g 4 

Preparation of (+ -Vtrans-W-^.ethvl.2,^ 4 '^.tet^ahvdm.5-phenvl■1■4.hen7nt hia7Rpm.l-vlV 



(a) r+-VTrans-3-ethvl-2.3.4.5-tetrahvdm-3.r2.hvdmxvbutvlV5-phenvl-1 4- 
benzothia7epine 

This compound was prepared following the procedure of Synthetic Example 3(c), using the 
product from Synthetic Example 2(b)(11.6g). Chromatography on silica using 
hexanes/EtOAc(4:l) as eluant afforded the desired product as an orange oil(8.0g). NMR 
consistent with the proposed structure. 

(b) f+-VTrans-1-n-ethvl.2.->.4.S.tetrahvrirn-S.phenvl.1.4-hen7nt hia2epin.%vn.-). 

butanong 
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Triethylamine(7.4g, Aldrich) was added to a solution of the product from step(a)(8.3g) 
dissolved in 40 ml of DMSO. The reaction mixture was chilled to S-IO^C and sulfiir 
trioxide pyridine complex(l 1.6g, Aldrich) was added over a period of 10 minutes. The 
reaction mixture was stirred for 4 hr, allowing bath to come to room temperaiure, then 
added to 700 ml of brine. The mixture was extracted with CH2CI2 which was separated, 
dried and concentrated to give a pinkish oil. Chromatography on silica using 
hexanes/EtOAc(7:3) as eluant gave the title compound as a beige solid(2.1g), mp 93-96^0. 
NMR consistent with the proposed structure. 

(c) fH->VTrans-1-r3-ethv]-2,14 54etrahvdro5-phenvM.4>ben20thiazepin-l-vlV9> 
butanone 5?.F;-Hinyirfr> 

This compound was prepared following the procedure of Synthetic Example l(k), using the 
product from step(b)(2.05g). Chromatography on silica using hexanes/EtOAc(4;l) as eluant 
afforded the desired product as a white solidC1.3g), mp 1 10-1 13^C. 

Analysis: Calcd. C 67.89; H 6.78; N 3.77; S 8.63 
Found: C 67.82; H 6.82; N 3.76; S 8.70 

1h NMR(DMSO-d6). 5: 0.77-0.83(6H, m, CH3); 1 .45-L57(lH, m, CH2); 1.61-L71(1H, 

CH2); 2.40(2H, q, CH2); 2.93(lli s, NH); 3.34-3.41(2H, m, CH2); 3.59(2H, q, 
CH2SO2); 6.02(1H, d, CHPh); 6.54-6.59(lH, m, ArH); 7.30-7.51(7H, m, ArH); 7.93- 
7.99(1H, m,ArH) 

Svnthetic FxamplP S 

Preparation of f-h~Vtran s -1-n-ethv1.2.3.4.5-tetrahvdro-8-methoxv-5-nhenvM 4- 
bgn2Pthia7CTin>3-vlV2-butanone S.S-dioxide hvdrochinri de 1.1 hvdrate 

(a) Q-f2"ben70Vl-5-methoxvnhenvn diTnethvhhiocarbamate 

Sodium hydride(8.8 g, Aldrich) was added slowly to a solution of 2-hydroxy-4- 
methoxybenzophenone(50.0 g, Aldrich) in 300 ml of dimethylfonnamide. 
Hexamethylphosphoramide (43.0 g) was then added dropwise and stirred at room 
temperature for 2 hours. Dimethylthiocarbamoyl chloride(37.0 g, Aldrich) was added and 
stirred overnight at 50<^C. The reaction mixture was poured into deionized water (300mL) 
and extracted with a petroleum ether/chloroform (1 :4) mixture. The organic layer was 
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washed with 10% sodium hydroxide, brine and concentrated to give the title product as a 
yellow solid(40.0g), mp 94-96<^C. NMR was consistent with proposed structure. 

(b) §-(2'Bgn7;oyl-5-mgthoyyphgnyn dimgthvlthiocarbamatg 

The product(40.0g) from step(a) was suspended in phenyl ether(300niL) and heated to an 
internal temperature of 262^0 for 30 minutes. After cooling to room temperature, the 
reaction mixture was chromatographed on silica using hexane, then hexanes/ethyl 
acetate(7:3) as eluants to afford the title product as a yellow-brown solid(30.0g), mp 96- 
98^C. 1 H NMR was consistent with proposed structure. 

(c) 2-Mercapto-4-methoxvbenzophenone 

Potassium hydroxide pellets(20.0g) was slowly added to a solution of the product(28.0g) 
from step(b) dissolved in 800 ml methanol/tetrahydrofuran( 1:1). After refluxing for 4 
hours, the reaction was cooled to room temperature, methylene chloride was added and the 
solution was extracted with 5% hydrochloric acid. The organic layer was dried and 
concentrated. Chromatography on silica using hexanes/ethyl acetate(99:l) as the eluant 
afforded the title product as a yellow solid(l 7. 1 g), mp 74-760C. NMR consistent with 
proposed structure.. 

(d) r-^-V3-But-2-envl-3-ethv l-8-methoxv-5-phenyl-2.3-dihvdrobenzothia7epine 

This compound was prepared following the procedure of Synthetic Example l(i), using the 
product from step(c)(32.0g) and the product from Synthetic Example 2(a)(18.8g), but 
replacing ethereal HCl with p-toluenesulphonic acid(200 mg). Chromatography on silica 
using hexanes/EtOAc(9:l) as eluant gave the desired product as an orange oiI(35.7g). 
NMR consistent with the proposed structure. 

(e) r+-V Trans-1 -G-ethvl-2.3.4,5-tetrahvdro-8>methoxvo-phenvi-l .4>ben7nthifl7ppm.^, 

This compound was prepared following the procedure of Synthetic Example 3(c), using the 
product from step(d)(35.7g). Chromatography on silica using hexanes/EtOAc(65:35) as 
eluant afforded the title product as an orange oil(27.7g). NMR consistent with the 
proposed siructure. 
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(f) f-^-V Trans- 1 .n.ethvl-2.3.4.5-tetrahvdro.R.methoyv.>.phenvl.l ^-henzothiarepin--?. 
vn.2.hutannl S.S-dioxide 

This compound was prepared following the procedure of Synthetic Example l(k), using the 
product from step(e)(27.7g) to give solids which were recrystallized from acetone to give 
the desired product as a white soUd(12.3g), mp 201-202OC. NMR consistent with the 
proposed structure. 

(g) r+-)-Trans -1 -(3-ethvl-2.3.4.5-tetrahvdro-8-methoxv-5-phenvl.1 ^-he nzothiazepin--?- 
vlV2-hutanone S.S-dioxide hydrochloride 1.1 hvdrate 

This compound was prepared following the procedure of Synthetic Example 4(b), using the 
• product from step(f)(9.0g). Chromatognq)hy on silica usii^ hexahes/EtOAc(3: 1) as eluant 
gave a white foam which was treated with ethereal HCl to give the title product as a white 
solid(5.0g), mp 1 34-1 360C. 

Analysis: C 57.72; H 6.65; N 3.06; S 7.01 
Found: C 57.72; H 6.66; N 3.06; S 7.12 

NMR(DMS0-d6), 5: 0.85(3H, t, CH3); 1.96(2H, broad s, CH2); 2.47-2.59(3H, m, 
CH2), 3.56-3.61 (2H, m, CH2); 3.80(3H, s, OCH3); 4.32(1H, broad d, CH2); 4.75-4.82(2h, 
broad s, NH2+); 6.25(1H, bi^ s, CHPh); 6.65(IH, d, ArH); 7.14-7.17(1H, m, ArH); 7.47- 
7.60(6H. m, ArH) 

Synthetic Exampl? 6 

Preparation of C-f-'>-trans-3.n -hmenvl V-<-ethvl-2.3.4.5-tetrahvdro.S-phenvl-] 4. 
benzothiaTgpine 1 l-dinxide hydrochloride 0.4 hvdrate 

(a) r-f.VTrans-3.ethvl-? •? 4 S.f«.trahvdiio-3.f2-hvdroxvhutviVS-phenyl-1 .4- 
benzothiazepine 1 1 -dioxide 

This compound was prepared following the procedure of Synthetic Example l(k), using the 
product from Synthetic Example 4(a)(l 1.7g). Chromatography on silica using 
hexanes/EtOAc(65:35) as eluant afforded the desired product as a white solid(5.8g). 
NMR consistent with the proposed structure. 



SUBSTTTUTt SHEET (RULE i6| 



wo 94/18183 



PCT/GB94/00299 



41 

(b) f-<-VTrans-^-n-butenvlV3.ethvU?.?.4.5.tetrahvdrno-p henvl-1 4-hen70thia7epine 
1 ■ 1 -dioxide hvdrnchlnririe 0.4 hvdrate 

Diethyl azodicarboxylate(2.1g, Aldrich) was added to tripbenyIphosphine(3.Ig, Aldrich) 
and the product from step(a)(3.6g) in 100 ml of THF. The reaction mixture was stirred at 
room temperature for 17 hr then concentrated in vacuo. Chromatography on silica using 
hexanes/EtOAc(7:3) as eluant gave a light yellow oil which was treated with ethereal HCl to 
give the title product as a beige solid(0.40g), mp 190-192OC. 

Analysis: C 63.19; H 6.77; N 3.51; S 8.18 
Found: C 63.17; H 6.75; N 3.51; S 8.09 

1h NMR(DMS0-d6), 5: 0.75-0.87(6H, m, 2xCH3); 1.41.1.58(2H, m, CH2); 2.62- 
2.70(2H, m, CH2); 3.19(1H, d, NH); 3.37(2H, q. CH2SO2); 5.26-5.43(2H, m, CH=CH); 
6.02(1H, d, CHPh); 6.55-6.61 (IH, m. ArH); 7.31-7.52(7H, m, ArH); 7.94-8.00(lH, m, ArH) 



Svnthetin Fvamplp 7 

Pieparation of f+-Vtrans-".-rethoxvethvlV".^ethvl>2.3.4.5 -tetrahvdro-5-phenv]-| , ^ 

bgnzQthiazcpine 1 ■ I -dioxidg hydroghloridg hgmihydratc 

(a) f+-V4-Ethvl-4-nivdroxvmethvlV2-Qxa2oHdinnne 

Sodium methoxide(2.2g, Aldrich) was added to a solution of 2-amino-2■^thyM,3- 
p^opanedioI(100.0g, Aldrich) and diethyl carbonate(169.0g, Aldrich) This solution was 
refluxed in a Dean Staric apparatus until no more EtOH was collected. The reaction mixture 
was cooled, added acetone(200 ml) and allowed to stand ovemite at room temperature. The 
resulting suspension was filtered to give 81.0g of the desired product as a beige solid. 
NMR consistent with the proposed structure. 

(b) f-^-V4-Ethvl-4>rftOSvloxv)methvn-2.oxa7nlidinnne 

Tosyl chloride(142.2g, Aldrich) was added to an ice-chilled solution of the product from 
step(a) (102.7 g) dissolved in pyridine(175 ml. Aldrich). The reaction mixture was stirred at 
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ice bath temperature for six hours, then allowed to come to room temperature. The 
heterogeneous mixture was added to 1500 ml of a solution of brine and IN HCl stirred until 
solids appeared, filtered and washed with diethyl ether to give 194.6 g of a beige solid as the 
title product. NMR consistent with the proposed structure. 

(c) f+-)-4>f ( f 2-BenzovlDhenvnthio^methvn-4-ethvl-2- oxazoiidinnne 

2-Thioben2ophenone(1253g, Synthetic Example 1(g)) in 150 ml of DMF was added slowly 
to sodium hydride(60%, 23.4g, Aldrich) in 175 ml of DMF. After complete addition, the 
product from step(b) (175.1g), in 200 ml of DMF, was added in a steady stream to the 
reaction mixture. The reaction was stirred at 60^ C for 3 hr, cooled and added to 3L of brine 
to give solids. The reaction mixture was filtered and the solids were slurried in 250 ml of 
95% EtOH and filtered to give the desired product as a beige solid(168.8g), mp 103-104OC. 
^ H NMR consistent with the proposed structure. 

(d) f+-V 2.3-Dihvdro-3-ethvl-5>Dhenvl-l ■4>ben2othiazepine-3-methannl 

The product from step(c) (168.8g) was dissolved in 1200 ml EtOH/water(2:l) and 128.8g of 
KOH was added and refluxed for 24 hrs. The reaction mixture was cooled and concentrated 
in vacuo then ethyl acetate and deionized water were added. The organic layer was 
separated and concentratedin vacuo to give 1 55.2g of a red-orange oil. Chromatography on 
silica using hexanes/EtOAc(l:l) as eluant afforded the title product as a light orange 
oil(55.7g). ^ H NMR consistent with the proposed structure. 

(e) (-t-V3-Ethvl-2,3>dihvdroo-phenvM.4 -ben20thiazepine-3-carha1dehvri^ 

Triethyl amine(56.7g, Aldrich) was added to a solution of the product from step(d) (55.7g) 
dissolved in 140 ml of DMSO. The reaction mixture was chilled to 8-10O C and sulfur 
trioxide pyridine complex(89.3g, Aldrich) in 200 ml of DMSO was added over a period of 
1 6 minutes. The reaction mixture was stirred for 5 hr, allowing bath temperature to come to 
room temperature, then added to 3L of brine. This mixture was extracted with ethyl acetate 
which was separated, dried and concentrated to give 56.0g of a red oil. Hexane(200ml) was 
added, allowed to stir until solids formed, and then filtered to give the desired product as a 
tan solid(43.1g). mp 98-100«>C. NMR consistent with the proposed strucnire. 

(f) (^-V :-Ethvl-2.3-dihvdroo>Dhenvl-:>>vinvl>L4>hen 7 othiazepine 
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A 1 .OM solution of potassium t-butoxide in THF( 82 mi, Aldrich) was added to a 
suspension of methyl triphenylphospliomum bromide(29.0g, Aldrich) in 250 ml of THF. 
After complete addition, the reaction mixture was refluxed for one hour, cooled with an ice 
bath and the product from step(e) (12.0g) in 70 ml of THF was added. The reaction was 
stirred for Ihr at room temperature, refluxed for 2.5 hr and then stirred at room temperature 
for 1 7 hr. Saturated NH4C1(200 ml) was added, the organic layer was separated, dried and 
concentrated to give a red-orange oil. Chromatography on silica using hexanes/EtOAc(9:l) 
as eluani afforded the title product as a light orange oil(l 1 .Og). NMR consistent with the 
proposed structure. 

(g) f+-VTrans-3-ethvl-2,3.4.S-tetrahvdrQ-1.4-ben2Qthia2epiTie.Vethann] 

A 1 .OM solution of diborane in THF(37.0ml, Aldrich) was added to a solution of the 
product from step(f) (1 l.Og) in 200mi of THF and stirred for IThr at room temperature. 
6N HC1(1 00 ml) was added and the mixture was concentrated in vacuo to remove THF. 
IN NaOH and EtOAc were added to the aqueous phase and the organic layer was separated, 
dried and concentrated in vacuo. The residue was taken up in THF(200 ml) 
and 3N NaOH(62 ml) followed by 30% H202(21.2g) were added. The mixmre was stirredf 
at room temperature for 2.5 hr, then 125 ml of saturated Na2C03 was added. The organic 
phase was separated, dried and concentrated in vacuo. The residue was chromatographed on 
silica using hexanes/EtOAc(7:3) as eluant to give the desired product as an oil(3.0g). ^ H 
NMR was consistent for the proposed structure. 

(h) f+-VTrans>3-fethnyvgthvl) -3-ethvl-2.3.4J-tetrahvdroo»phenvU1.4. 
benzothiazepine 

A l.OM solution of potassium t-butoxide in THF(1 1.0 ml, Aldrich) was added to a solution 
of ethyl iodide(1.7g, Aldrich) and the product from step(g) (3.0g) in 100 ml of THF. The 
reaction was stirred for 4 hr at room temperature, added deionized water and NaCI. The 
organic layer was separated, dried and concentrated to give an oil. 
Chromatography on silica using hexanes/EtOAc(7:3) as eluant afforded the desired product 
as an oil(1.6g). ^H NMR consistent with the proposed structure. 

(i) f-VTranS-3'fcthQXvethvl)-VethvU2.3.4.5-tetrahvdroo-phenvl-1,4-hgn 7 Qthi 
Kl 'dioxide hydrochloride hemihvdrate 
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30% H202(l .6g) and trifluoroacetic acid(TFA) (15 ml) were cooled and a solurion of the 
product from step(h) (1 .6g) in TFA(1 5 ml) was added. The reaction was stined at room 
temperature for 1 7 hr, then added to 300 ml of deionized water, basified with solid NaOH 
and warmed for 1 hr. The mixture was extracted with EtOAc which was separated, dried and 
concentrated to give an oil. Chromatography on silica using hexanes/EtOAc(3:2) as eluant 
gave a yellow oil which was treated with ethereal HCl to give the title product as a beige 
solid(0.95g), mp 219-220OC. 

Analysis: Calcd. C 60.20; H 6.98; N 3.34; S 7.65 
Found: C 60.19; H 6.78; N 3.33; S 7.76 

1h NMR of the free base(CDCl3). 8: 0.92(3H, t, CH3); 1.03(3H, t, CH3); 1.48-1.65(3H, 
m, CH2 - NH); 2.11-2.18(1H, m, CH2): 2.57-2.62(lH, m, CH2); 3.31(2H, q, CH2SO2); 
3.26-3.48(4H, m, 2xCH2); 6.I4(1H, s, CHPh); 6.70.6.73(1H, m, ArH); 7.25-7.40(7H, m, 
ArH);8.09-8.12(lH.m,ArH) 

Svnthetir FvamplP ^ 

Preparation of f+->-tran?;-~^-fcthoxymethvn-3-ethvl-2.1.4 S-tetrahvHm-'^.phenvl.l 4. 
benzothiazepine 1 1 -dinxi de hvdrochlnriHp 

fa) f^^0-Trms-3-gthvi'2J.4■5-tetrahvdro-5-Dhenvl.1.4.hen7nthi«rep i ne.VmethanAl 

A 1 .OM solution of diborane in THF(55.0 ml, Aldiich) was added to the product from 
Synthetic Example 7(d) (1 6.4g) in 1 50 ml of THF. The reaction was stirred overrate at room 
temperanire, then 100 ml of 6N HCl was added and THF was removed in vacuo. NaOH and 
EtOAc were added to the aqueous layer and the organic layer was separated, dried and 
concentrated. Chromatogra^jhy on silica with hexanes/EtOAc(7:3) as eluant afforded the 
desired product as a white solid(4.0g), mp 1 04-1 06OC. 1 H NMR consistent with the 
proposed structure. 

0>) f+-)Trms-3-feTh0XYmethv|V>-ethvl-2.3.4.5-tetrahvdrn-5-ph m vl.l 4-hpnrnt},;f , y^i n^ 

This compound was prepared following the procedure of Synthetic Example 7(h), using the 
product from step(a) (2.3g) to give the title product as a yellow oil (2.0g). NMR 
consistent with the proposed structure. 
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(c) (■^-^Trans-3-fethoxvmethvlV3-ethvl-2.:v4.5-tetrahvdro o.phenvl-1.4-b^^ 
1. 1 -dioxide hydrochloride 

This compound was prepared following the procedure of Synthetic Example 7(i), using the 
product fom step(b) (l.Og). Chromatography on silica using hexanes/EtOAc(7:3) as eluant 
afforded a yellow oil which was treated with ethereal HCl to give the desired product as a 
white solid(0.40g), mp 194-1 99^0 

Analysis: Calcd. C 60.67; H 6.62; N 3.54; S 8.10 
Found: C 60.68; H 6.66; N 3.56; S 8.19 

iH NMR(DMS0k16), 8: 0.90(3H, t, CH3); 1 .00(3H, t, CH3); 1 .73.2.00(2H, m, CH2); 
3.47-3.90(6H, m, 3xCH2); 4.80.5.70(2H, broad s, NH2+), 6.20(IH, s, CHPh); 6.82- 
6.84(1H, m, ArH); 7.54-7.64(7H, m, ArH); 8.05-8.08(lH, m, ArH) 

Synthetic Ex^mpk 9 

Preparation of r-^-Vtrans-ethvl 3-f3-ethv]-2.3.4.5-tetrahvdro-5-Dhenv]-1,4-hen 7 0thia^epin>l, 
vnoropionate Kl-dinxide 

(a) f 2'( f 2- Amino-2-rtTvdroxvmethvhbutvnthio^benzophenone 

This compound was prepared following the procedure of Synthetic Example 7(d). It was 
isolated, as an oil, by silica chromatography as the major product of that reaction. NMR 
consistent with the proposed structure. 

0>) f-K.y 2->rf2-Aminn.0>nivdroxvmethvi^ butvnsuifQnvnbenzophenQne 

This compound was prepared following the procedure of Synthetic Example 7(i), using the 
product from step(b) (40.4g) to give the title product as a white solid(38.7g), mp 150- 
ISl^C. ^ H NMR consistent with the proposed structure. 

(c) f -f ■V?-Ethy]-2>3-dihvdro-5-nhenvl-l .4-ben7othia2epine^3^methanQl 1 1 -Hmvi^^ 

The product from step{b) (38.7g) was dissolved in 600ml of 2,6-lmidine and 120 ml of 
l.OM HCl in diethyl ether was then added. The reaction mixture was refluxed ovemite. 
using a Dean Stark u^p, ihen concentrated in vacuo. The residue was taken up in 5% 
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NaHCOs whereupon solidification took place. The solids were filtered and washed with 
ether to afford the desired product as a light brown solidf25.7g), mp 170-171OC. NMR 
consistent with the proposed structure. 

(d) f^-)-3-HthvN?.3-dihvdroo>phenvNK4>ben7othiazepine>">- carbaldehvde Kl-dioxidg 

This compound was prepared following the procedure of Synthetic Example 7(e), using the 
product from step(c) (25.6g). Chromatography on silica with hexanes/EtOAc(4:l) as eluant 
afforded the desired product as a white solid(21.0g), mp 127-1280C. > H NMR consistent 
with the proposed structure. 

(e) ^■^■VfEVEthvl 3-r2.3-dihvdro-3-ethvl-5-phenvl-L4-ben2othia2epin-3-vnacrviate 1 , 1- 

Triethylphosphonoacetate(14.5g, Aldrich) in 40 ml of THF was added to 60% NaH(2.6g, 
Aldrich) in 100 ml of THF. The mixture was stirred for 30 minutes at room temperature 
then the product from step(d) (2L0g) in 60 ml of THF was added and stirred for 1 7 hr at 
room temperature. The reaction mixture was concentrated in vacuo and the residue was 
partitioned between CH2CI2 and deionized water. The organic layer was separated, dried 
and concentrated to get solids which were recrystallized from MeOH/H20 to give the title 
product as a tan solid(20.7g), mp 158-1590C. ^H NMR consistent with the proposed 
structure. 

(f) fH-VTrans-ethvl 3-f3>>ethvN2.3.4,S-tetrahvdroo-phenvi- 1.4-hen7nthia7gpin-".. 
vnororionate LI -dioxide 

The product from step(e) (10.2g) was dissolved in 100 ml of EtOAc and 2.2g of 10% 
Pd/C(Aldrich) was added, then placed on a Parr hydrogenator for 6 days. The reaction 
mixture was filtered and concentrated in vacuo to give an oil. Chromatography on silica 
using hexanes/EtOAc(7:3) as eluant afforded the desired product as a white solid(0.90g), 
mp 147-1 480C. 

Analysis: Calcd. C 65.81; H 6.78; N 3.49; S 7.99 
Found: C 65.55; H 6.83; N 3.44; S 7.89 

lHNMR(CDCl3), 5: 0.79(3H, i, CH3); 1.08(3H, t, CH3): L41-L45(2H, m. CH2); 1.89- 
2.15(3H, ra. CH2); 2.65-2.78(lH. m, CH2): 2.81(1H. s. NH); 3.43(2H, q, CH2SO2); 3.87- 
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3.95(2H, m, CH2); 5.95flH, d. CHPh); 6.53-6.56(lH. m, ArH); 7.29-7.48(7H. m, ArH); 
7.96-7.99(IRm,ArH) 

Svnthetir Fvampl^ ]9 



Preparation of f+-Vtrans-CF,M-f3~ethvl-2.:'>.4.5-tetrahvdrn - 5-nhenvl.1 d-benrnthiaTtT^j n .-j- 
vn-3-huten.?.one 1 l^inyiHs 

(a) f+-)-Trans-3-eThv|-2.3.4J-tetrahvdro-5-Dhenvl.l,4.hen7nrhia7 q pine.^-metha^ 
1.1-dinxirie 

This compound was prepared following the procedure of Synthetic Example 7(i), using the 
product fiom Synthetic Example 8(a) (27.5g) to give the title product as a beige 
soUd(25.7g), mp 134-1370C. NMR consistent with the proposed structure. 

(^) (+-VTrans-3-ethvl-2.3.4.S.tetrahvdrn.S.phenvl.] 4-hen 70thia7epint^",.carhaMehvri>. 
1.1-dinxirift 

This compound was prepared following the procedure of Synthetic Example 7(e), using the 
product from step(a) (24.0g) to afford the tide product as a beige solid(19.2g), mp 125- 
consistent with the proposed structure. 

(C) (+-)-TranS-rF.)-4>f3-ethvl-? 3 4.5-tetrahvdro-^>phenvM .4^he n7nthtfl7Ppfn -"^-^1)"-- 
buten-2-one l.UdinxiHe 

The product from step(b) (6.0g) and l-triphenyIphosphoranylidene-2-propanone(6.4g, 
Aldrich) were added to 200 ml of toluene and refluxed for 17 hr. The reaction mixmre was 
concentrated in vacuo and the solid residue was tritxirated with diethyl ether. The ether 
insoluble solid was chromatographed on silica using hexanes/EtOAc(3:2) as eluant to give 
the desired product as a beige solid(2.0g), mp 196- 198^0. 

Analysis: Calcd. C 68.26; H 6.27; N 3.79; S 8.68 
Found: C 68.01; H 6.30; N 3.85; S 8.78 
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iH NMR(DMSO-d6), 5: 0.76(3H, U CH3); 1.5M.67( 2H, m, CH2); 2J6(3H, CH3CO); 
3.19(1H, s, NH); 3.74(2R q, CH2SO2); 5.93(1H, d, CHPh); 6.43(2R q, CH=CH); 6.54- 
6.61(ia ArH), 7.32-7.52(7H, m, ArH); 7.93- 7.97(ia m, ArH) 



Svmhgtig Example 1 1 

Preparation of (+-V2>3.4.5>tetrahvdro-8-methoxv>5-phenvlspirQ n .4-benzQTh!a2epine-3.1 ■ 



(a) f 1 - Amino-l -cvclohexvl^methannl 

1-Amino-I-cyclohexanecarboxylic acid(51.5g, Aldrich) was added to 150 ml of THF 
followed by boron trifluoride etherate(27 ml, Aldrich). The reaction mixture was heated to 
40OC, stirred for 10 minutes and then a l .OM solution of diborane(380 ml, Aldrich) was 
added. The mixture was refluxed for 2 hr, cooled and added THF/water(l : L 25 ml) 
followed by 6N NaOH(95 ml). The reaction mixture was refluxed for 2 hr, cooled to room 
temperature and the organic layer was separated, washed with brine, dried and concentrated 
to give a light yellow oil(34.0g). NMR consistent with the proposed strucmre. 

(b) CvclohexanespirQ-2'-a7iridme 

This compound was prepared following the procedure of Synthetic Example 1(f), using the 
product from step(a)(188.6g) to give the tide product(66.9g) as a coloriess oH, NMR 
consistent with the proposed structure. 

(c) 2.3-Dihvdro-8-methoxv »5-phenvl-L4»ben70thia2epine-3>spirocvclohexane 

This compound was prepared following the procedure of Synthetic Example l(i), using the 
products frm step(b)(4.7g) and Synthetic Example 5(c){11.5g), but replacing ethereal HCl 
with cone. HC1(4.3 ml). Chromatography on silica using hexanes/EtOAc(95:5) as eluant 
afforded the desired product as a yellow oil(12.5g). NMR consistent with the proposed 
structure. 
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(d) f"-V2,3,4.5-TetrahvdrQ-8-mcthQXvo-r)henvisnirnr l 4-h en7Qthia7epine-r ] - 
cvclohexane^ 

This compound was prepared following the procedure of Synthetic Example IQ), using the 
product from siep{c)(12.5g) to give the title product as a white solid(12.2g), mp 138-1390C. 
NMR consistent for the proposed structure. 

(e) (-^-)-23,4.5-Tetrahvdro-8-methoxvo-nhenvlspiron 4>h enzQthiazepine-l K 

pyclphexgiie) Ul-dioxidg 

This compound was prepared following the procedure of Synthetic Example l(k), using the 
product from step(d)(l 1.7g) to afford the desired product as a white solid(lO.Og), mp 168- 
170OC. 

Analysis: C 67.90; H 6.78; N 3.77; S 8.63 
Found: C 67.90; H 6.69; N 3.75; S 8.72 

iH NMR(DMS0.d6), 5: 1.25- 1.59(1 OH, m, CH2); 2.46(1H, d, NH); 3.39(2H, q, CH2SO2); 
3.81(3H, s, OCH3); 5.89(1H, d, CHPh); 6.49(1H, d, Ar H); 7.06(1H, m. ArH); 7.32- 
7.49(6H,ra,ArH) . 



Synthetic Fxamplp 1? 



Preparation of f^-Vtrans-3-hutvI-3-ethvl-2.1.4.S-tetrahvdrn o-r4-pvridv1Vl 4.hen7nthia7e 

ping 1,1-jioxidg 



(a) f-K-Vl -f rr2-Bromonhenvl)thio>methvlV1 -ethvlpentanamine 

To a solution of 2-bromothiophenol (13.5g, Lancaster) in methanol (45 ml) was added 
dropwise 2-butyl.2-ethylaziridine (10.0 g. Synthetic Example 1(f)). The mixnire was stirred 
at room temperature for 1 hour. Solvent was evaporated to afford the tittle product as a light 
yellow oil (25.6 g). 1 H NMR consistent with the proposed structure. 
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(b) (-f->NH^(4-pvridvnformvlideneVNW2-hmmophenvnthio ^^ 
amine 

A mixture of the product from step (a) (12.8g), 4-pyridinecarboxaIdehyde (3.43 ml, 
Aldrich), magnesium sulfate (21.5g), and toluene (80 ml) was stirred at room temperature 
for 18 hours. The mixture was filtered and the solvent was evaporated to provide the title 
product as a light yellow oil (1 6.7 g). I H NMR consistent with the proposed structure. 

(c) r+-VCis/transo-burvl-3-ethvl>2.3,4.5-tetrahvdro-S44>pvrid vlV1.4^ 

A solution of the product from step (b) (16.7 g) in anhydrous tetrahydrofuran (125 ml) was 
cooled to -70_C under N2 and 2.5M n-butyl lithium (16 mL Aldrich) in hexanes was added 
dropwise. The reaction mixture was stirred at -70^0 for 3 hours and quenched with 10% 
ammonium chloride (60 ml). The organic layer was separated and the aqueous layer was 
extracted twice with diethyl ether. The organic layers were combined, dried and 
concentrated. Chromatography on silica with hexanes/acetone (9:1) as eluant afforded the 
title product as a yellow oil (2 1 .0 g). 1 H NMR consistent with the proposed structure. 

(d) f^-VTrans^3-butv]0-ethvl>2.3.4.54etrahvdro-5-r4-pvridvlVL4.benzn^ 1, 

di^22U£k 

A solution of the product from step (c) (4.8 g) was cooled to O^C and a solution of oxone 
(12.6 g, Aldrich) in water (60 ml) was added. The mixture was stirred at room temperature 
for 2.5 hours, diluted with water (200 ml), and neutralized with sodium bicarbonate. The 
mixture was extracted twice with chloroform. The organic layers were dried and 
concentrated. Chromatography on silica with hexanes/ethyl acetate (2:1) as eluant provided 
the titie product as a white solid (2.0 g), mp 1 10-1 1 l^C. 

Analysis: Calcd: C. 67.01; H, 7.31; N, 7.81; S, 8.94 
Found: C, 67.12; H, 7.32; N, 7.85; S, 8.97 

iH NMR (DMSO-d6), 5: 0.75(3H, t, CH3); 0.82(3H. t, CH3); 1.00-1.22(4H, m, 2xCH2); 
1.40-L50(2H, m, CH2); 1.70-1.82(1H, m. CH2); 1.97.2.10(ia m, CH2); 2.85(1H, d, NH); 
3.4I(2H, q, CH2SO2); 6.00(IH, d, CHPh); 6.50-6.60(IR m, ArH); 7.45(2R d, ArH); 7.50- 
7.60(2H, m, ArH); 7.95.8.05(1H. m, ArH); 8.62(2H, d, ArH). 
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Synthetic Fxamplp l*^ 



(+-VTrati5;.l-hutvl-">-ethvl.2.3.4.S-tetrahvdrn-4-hvHrny v-S-(4-pvrirtvn-1.4-henyothja7ff pj n^ 

M -dioxide 

The title compound was obtained as a by-product of Synthetic Example 12 step(d) as a 
white solid (0.15 g), mp 178-1790C. 

Analysis: Calcd: C, 64.14; H, 7.00; N, 7.48; S, 8.56 
Found: C, 63.96; H, 7.09; N, 7.25; S, 8.42 

NMR (DMSO-d6), 5: 0.79(3H, t, CH3); 0.81(3H, t, CH3); 1.00-1.40(5H, m, CH2); 
1.55-1.65(1H, m, CH2); 1.80(1H, broad t, CH2); 2.05(1H, broad t, CH2); 3.42(2H, s, 
CH2SO2); 6.39(1H, s, CHPh); 6.57-6.62(lH, m, ArH); 7.45-7.55(4H, m, ArH); 7.90- 
8.00(1H, m, ArH); 8.16(1H, s, NOH); 8.58-8.62(2H, m, ArH) 



Synthetic Fxamplp 14 

PrgparaTion of f+0>tTans-l>hntvl-3^thvl-2.^,4.5-tetTahvdmo42-thienvn-1 4>ben7nthia7e 

ping 1.1 -dioxidg 

(a) f+-V3-Butvl-3-ethvK2,^-dihvdro^l4>ben7Qt hia2epin-5(4m^ne 

To a solution of methyl thiosalicylate (25.0 g, Aldrich) in methanol (95 ml) at Q^C was 
added 2-butyl-2-ethylaziridine (20.0 g, Synthetic Example 1(f)) and the mixture was stirred 
at room temperature for 18 hours. Solvent was evaporated and toluene (200 ml) and sodium 
methoxide (8.2 g) were added. The mixture was heated to reflux for 4.5 hours, removing 
water through a Dean-Stark trap. Solvent was evaporated and the residue was partitioned 
between 5% HCl (500 ml) and dichlororaethane (400 ml). The organic layer was separated, 
dried and concentrated. Crystallization fix)m hexanes/ethyl acetate provided the tittle 
compound as a white solid (38.0 g), mp 92-930C. NMR consistent with the proposed 
structure. 
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(b) f^-VVBliryI-">-ethvl-2.3.4.5.tetrahvdro.1 4.hen7othia7<»pin,> 



A solution of the product from step (a) (46.5 g) in tetrahydrofuran (260 ml) was cooled to 
OOC and IM diborane (450 ml, Aldrich) in THF was slowly added. The resulting mixture 
was heated to reflux for 48 hours, cooled to 0°C, and treated carefully with 6M aqueous 
HCl. The mixture was heated to reflux for 1.5 hours, concentrated to 400 ml and extracted 
twice with diethyl ether. The organic layers were dried and concentrated to afford the title 
product (44.0 g) as a colorless oil. NMR consistent with the proposed structure. 

(c) (+-V3-Butvl-';-etlivl-:?.-^^itivdrn.l 4-hpn7othia7Ppm^ 



To a solution of the product from step (b) (6.0 g) in tert-butyl alcohol (180 ml) was added a 
solution of potassium permangante (5.7 g) in water (90 ml). The mixnire was heated to 
reflux for 10 minutes, cooled to room temperature, and filtered through celite. Solvent was 
evaporated to provide the title compound (5.9 g) as a colorless oil. NMR consistent with 
the proposed structure. 

(d) f+-)-Cisn'rans-3-Butvl-3-ethvl-2.3.4.5.tetTahvdrQ-5-r2-thie n vlV1.4-hpn7nf|, i^;r>.pjn^ 

A solution of the product from step (c) (6.0 g) in anhydrous THF (150 ml) was cooled to 
O^C under N2 and boron trifluoride etherate (3.75 ml) was added. The mixttire was stirred 
at QOC for I hour, cooled to -lO^C, treated with IM 2-thienyl lithium (90 ml, Aldrich) in 
tetrahydrofuran, allowed to warm to room temperature, and quenched with 10% ammonium 
chloride (60 ml). The organic layer was separated and the aqueous layer was extracted 
twice with diethyl ether. The organic layers were combined, dried and concentrated. 
Chromatography on silica with hexanes/eihyl acetate (99:1) as eluant afforded the title 
compound (6.2 g) as a greenish oil. NMR consistent with the proposed structure. 

(e) (^-)-Trans-3>hutvl-3>ethvl-2.14,5>tetrahvdm><;>r2.thienvlV1.4-^^ 
1.1 -dioxide 



This compound was prepared following the procedure of S\Tithetic Example 12 (d). using 
the product from step (d) (5.0 g). Chromatography on silica with hexanes/eihyl acetate (9:1) 
as eluant provided the title compound as a white solid (1 .5 g), mp 93>950C. 
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Analysis: Calcd: C, 62.78; H, 6.93; N, 3.85; S, 17.64 
Found: C, 62.83; ti, 6.96; N, 3.91; S, 17.56 

iH NMR (DMS0-d6). 5: 0.75-0.82(6H, m, 2xCH3); 1.15.1.27(4H. m, 2xCH2); 1.32- 
1.45(2H, m, CH2); 1.80-2.00(2H, m, CH2); 2.83(1H, d, NH); 3..31(2H, q, CH2SO2); 
6.22(1H, d, CHPh); 6.93(1H, d. ArH); 6.97(1H, d, ArH); 7.06-7.1 0(1 H,.m, ArH); 7.40- 
7.60(3H, m, ArH); 7.96(1H, d, ArH). 



Synthetic Fvampip 1^ 

Preparation of f+-Vtrans-3-hutvl-3-ethvl-2.3.4.S-tetrahvdro.5-n H.pvrrnl-I .vlV 1 ^-hen 

zothiazepine 11 -dioxide 

(aV+-VCis/tTans-3-butvl-3.ethvl-2.3.4.5-tettahvdro-S-(lH-pvTrol-l -vlVI . 4- hen^nthiayepine 

This compound was prepared following the procedure of Synthetic Example 16 (d) using 
IM l-pyTrolyllithium(58 ml, Aldrich) and the product from Synthetic Example 5(d)(4.75g) 
to afford the title compoimd(2.4g) as a a greenish oil. NMR consistent with the 
proposed structure. 

(b) ( +-VTrans-3-butvl-3.ethvl.2.3.4.S-tetrahvdro.5-n H-pyrrol- 1 -vlVI ^- henyothia^epine 
1.1 -dioxide 

To a solution of the product from step (a) (2.1 g) in THF/tert-butyl alcohol (42 ml, 4:1) was 
added N-methyhnorphoIine N-oxide (7.9 g, Aldrich) and 2.5% osmium teiroxide (17 ml, 
Aldrich) in tert-butyl alcohol. The mixture was heated to reflux for 2 hours and treated with 
saturated sodium bisulfite. The mixture was extracted with diethyl ether, dried, and 
concentrated. Chromatography on silica with hexanes/ethyl acetate (19:1) provided the title 
product (0.5 g) as a white solid foam; m.p. 50-52OC. 

Analysis: Calcd: C, 65.86; H, 7.56; N, 8.08; S, 9.25 
Found: C. 65.87; H, 7.51; N, 8.04; S, 9.32 
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1h NMR (DMS0-d6). 5: 0.75-0.85(6H. m, 2xCH3); I.10.1.30(4H, m, 2xCH2); 1.40- 
1.53(2a m, CH2); 1.80.1.90(1H, m, CH2); 1.92-2.00(1H, m, CH2); 3.45(2H, q, 
CH2SO2); 3.50(1H, d NH); 5.99(1H, A ArH); 6.10(2H, s, ArH); 6.70(1H, d, CHPh)! 
6.95(2a s, ArH); 7.45-7.55(2H, m, ArH): 7.95(1H, d, ArH) 

Synthetic F^cample 1^ 

Preparation of ( + ■VTrans-3-butvl-3^thvl- 2.3.4.5-tetrahvdroo-phenvtpvnrinr4 , 

F) ■ 1 .4-b<^nzothi«eping 1 > 1 -dioxidg 

(a) AlDha>n.>chlorn-4^pvndv l^benzvl alcohol 

A solution of lithium diisopropylamide was prepared under nitrogen atmosphere by 
combining in tetrahydrofiiran diisopropylamine(50.6g) and 2.5M n-butyl 
lithium(200ml) in hexanes at -78<>C. 3-ChIoropyridine (50g) was added slowly to the 
stirred reaction while maintaining the temperature below -70^0 . After 15 minutes 
ben2aldehyde(53g) was added while maintaining temperature below -60^C. After 24 
hours the reaction was quenched with water, extracted with ether, washed with water 
and concentrated. The^residue was triturated with ethyl acetate-hexane (1:4), filtered 
and the resulting tan powder was rinsed with diethyl ether-hexane mixture to give a 
tan powder(52g), mp 139-1410C. NMR is consistent with proposed structure. 

(b) 3-ChlQro-4-pyridyl phenyl ketone 

Pyridinium chlorochromate (109.7g) was added to a 1 liter dichloromediane solution 
of the product fi-om a larger nm of step (a) (1 1 1.85g). The reaction was allowed to 
stand overnight (initially exothermic) and then filtered through Florisil and 
decolorizing carbon and evaporated to afford an off-white solid(76.8g), mp. 49-5 l^C. 
ihnmr is consistent with proposed structure. 

(c) f-^->0'ff2-Amino-2-ethvlhexvnthinV4. pvridvl phenyl ketone 

A mixture of the product from step (b)(4.3g), 2-buty!-2-ethylaziridine(2.54g, 
Synthetic Example 1(f)), and sodium hydrogen sulfide hydrate(1.48g) in 
dimethylsulfoxide was stirred 48 hours at ambient temperature. The reaction mixture 
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was diluted with diethyl ether and washed with aqueous sodium hydroxide, dried, 
filtered and evaporated to a yellow \-iscous oil. The oil was chromatographed on silica 
gel using ethyl acetate-ethanol (3:1) as eluant to give a yellow viscous oil(1.87g). 
NMR is consistent with proposed structure. 

(d) r-H-V3-Butvl-3>ethvl-2.3-dihvdro-5>phen vlpvridof4.3-FV1.4-hen7nthia7fi^^ 

The product from step (c) (1.27g) was treated in accordance with step (i) of Example 
1 to produce 0.95g of a yellow oil. 'H NMR is consistent with proposed structure. 

(e) r+-)-Trans-3-hutvN3-ethvl>2.3.4.5>tetrahvdrQO>phenvlDvridor4.3.F^ .1 .4- 
benzothiazepine 

A larger sample of the product from step (d) (12.08g) was treated in accordance with 
step (j) of Example 1 to produce 1 .82g of a colorless oil. NMR is consistent with 
proposed structure. 

(f) f-H -VTran.s-3-hutvl-3-ethvU2 J.4.5-tetrahvdro-S-phenvlpvrid of4.3-F^ >1 4- 
benzothiazepine M-dioYide 

The product from step.(e) (0.87g) was treated in accordance with step (k) of Example 
1 to produce 0.28g of a white solid, mp 114-11 60C. 

Analysis: Calcd. C 67.01; H 7.31; N 7.81; S 8.94 
Found: C 66.95; H 7.38; N 7.78; S 8.86 

IH NMR (DMS0-d6), 8: 0.73 (3H, t); 0.80 (3H, t); 0.9-1.3 (4H, m); 1.5 (2H, m); 1.7 
(IH, m); 2.0 (IH, m); 2.90 (IH, d); 3.28 (IH, d); 3.75 (IH, d); 5.84 (IH, d); 7.4 (5H, 
m);8.62(lH,d); 8.98 (lH,s) 

Synthetic F.xample 17 

Preparation of C+-VTran?;.i-hiitvl--^.ethvf-3.4.5.7-tetrahvdrn-5-nhenvl.7H. pviTnlnr-^ 4.FV 
1.4-hen70thia7epine 1 . 1 -dioxide 0. 1 hvdrate 

(a) 1 -rr riisopropvlsilvn pyirnle 
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To a solution of pyrrole f33.54g) in THF(700nil) at -780C under nitrogen was added a 
solution of 2.5M n-butyl lithiumf200ml) in hexane. After one hour triisopropylsilyl 
chloride (98g) was added. After 24 hours the reaction was diluted with diethyl ether, 
washed witii water, dried over sodium sulfate, filtered and evaporated to a tan oil 
which was distilled at 1 15-1 19^C (0.2 mm Hg) to give 102.6g of a colorless mobile 
liquid. ^ H NMR is consistent with proposed structure. 



(b) 1 . 3>Bisrtrisisoprnpvl5;i lvlVlH-pvrrole 

The product fi-om step (a) (102.6g) was dissolved in tetrahydrofuran(600ml) and 
treated with N-broraosuccinimide (89g) at -li^C under nitrogen for 15 minutes. The 
reaction was allowed to come to ambient temperature over one hour, concentrated, 
diluted with hexane, filtered and the solvent removed. The residue was dissolved in 
tetrahydrofiiran(600ml), cooled to -78^0, and tert-butyl lidiium in pentane (588ml 
1.7M) was added. After one hour elemental sulfiir (16g) was added and the mixture 
was stirred for one hour at ambient temperature. The reaction was cooled to -780C 
and triisopropyl silyl chloride (98g) was added and the reaction was allowed to warm 
to room temperature. After 24 hrs the solvent was removed under reduced pressure 
and the residue in diethyl ether was washed with water, dried over sodium sulfate, 
filtered, concentrated" and distilled at 160-205OC (0.2 mm) to give a coloriess viscous 
oil ( 11 9.8g). ^ H NMR is consistent with proposed structure. 

(c) 3-Ben20vl-4-fben7ovlthio V 1 ~( triisn propvlsilvnpyrmle 

Aluminum chloride (2.3 Ig), benzoyl chloride (2.46g), and the product from step 
(b)(3.6g) were combined in dichloromethane (30ml) under nitrogen at -780C. After 
one hour the reaction was mixed with saturated aqueous sodiimi bicarbonate and the 
organic layer was dried over sodium sulfate, filtered and concentrated. The residue 
was triturated with hexane and filtered to give a rose pink solid (L90g), mp 120- 
1220C. iHNMR IS consistent with proposed structure. 

(d) r+-V3-Benzovl-4-(r2-amin o.2-ethvlhexvnthioVlH-pvTrQle 

A mixture of the product from step (c) (24.9g), 250ml methanol and 106ml IN 
sodium hydroxide was warmed to reflux for 10 minutes then IN hydrochloric 
acid(53ml) was added followed by :.butyl-2-ethylaziridine (7.7g, Sxnthetic E.\ample 
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1(f)). After one hour the reaction was diluted with ethyl acetate and washed with IN 
sodium hydroxide and then water. The organic layer was dried, filtered and 
concentrated. The residue was chromatographed on silica gel eluting with ethyl 
acetate-ethanol (3:1) to give a tan viscous oil (15.32g). NMR is consistent with 
proposed structure. 

(e) (-^')0-Bqtvl-3-ethvl-2.3-dihvdro-5-Dhenvl>7H>pvrrolon.4-F^- 1.4>bCT^^^ 

A larger sample of the product from step (d) (16.46g) was used in accordance with 
step (i) of Example 1 to produce the desired compound as a tan powder (1.15g), mp 
145.1460C. 

(f) ('^') -Trans>3-butvU3.ethvM.4.5.7-tetrahvd roo-phenv|.2H-pvrrolori.4>FVl 4- 
benzothiazepine 

A larger sample of the product from step (e) (9J5g) was treated in analogy with step 
(j) of Example 1 to produce the desired product as a tan solid(l .5g), mp 41-430C. 

(g) 'Trans-3-butvl-l-ethvl >3.4.5.7-tetrahvdro-S-phenvl-2H.pvrrolnn.4-FVT 4. 
benzQthia2et)ine 1.1-dioxideOJ hvdrate 

The product of step (f) (0.57g) was dissolved in 15ml of a tert-butanol- 
tetrahydrofuran (1:5) solution and treated with 4-methyl morpholine-N-oxide (0.57g) 
and 1ml of a 2.5 % by weight solution of osmium tettoxide in tert-butanol. After 
stilling at ambient temperature ovemight, the reaction vm diluted with ethyl acetate 
and washed three times with saturated aqueous sodium metabisulfite and once with 
water. The organic layer was dried over sodium suifete, filtered through Florisil and 
concentrated to a golden viscous oil that solidified to give a tan solid (0.55g), mp 127- 
1290C. 

Analysis: Calcd. C 65.52; H 7.58; N 8.04; S 9.21 
Found: C 65.61; H 7.80; N 7.73; S 8.91 

«H NMR (DMS0-d6). 5: 0.70 (3H, t); 0.87 (3H, t); 1.0-1.3 (4H, m); 1.3-1.6 (2H, m); 
1.7 (IH, m); 2.0 (IH, m); 221 (IH, d); 3.17 (IR d); 3.39 (IH, d); 5.10 (IH, d); 5.70 
(IH. s); 7.2-7.5 (6H, m); 1 1.25 (IR sb) 
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Svnthfflc Example 1^ 

Preparaiion of f+~Vtrans-3-butvl-3-ethvl-2.:v4.54etrahvdrQO-phenvlthiennn.^ FVL4^ 

(a) r->V3-rr2-Amino-2-ethvlhexvnthio'^thiQphene 

To a solution of n-butyl lithium in hexane (194ml, 1.6M) under nitrogen at -78^0 was 
added diethyl ether( 120ml) and then dropwise 3-bromothiophene(28ml). The reaction 
was warmed to -30°C and then cooled to -50°C and powdered sulfur (lOg) was added. 
The reaction was stirred 15 hours at room temperature and then a solution of 
potassium hydroxide(24g) in 160 ml water was added and the ether layer was 
discarded. The aqueous layer was treated at -5^C with 6N hydrochloric acid(125 ml) 
and extracted with dichloromethane and the extract was dried over magnesium 
sulfate. Filtration and solvent removal afforded crude 3-thiophenthiol( 14. Ig). The 
crude 3-thiophenthiol(10g) was combined with 2-butyl-2-ethylaziridine (12.6g, 
S>-nihetic Example 1(f)) at O^C and the reaction was stirred 15 hours at room 
temperature. The crude reaction product was purified by column chromatography on 
silica using 5% methanol in diethyl ether as eluant to give the desired product as an 
oil ( 1 6.4g). ^ H NMK is consistent with proposed structure. 

(b) f^-VTrans-3-butvl-3-ethvl-2.3.4.S-tetrahvdrQ-5-phenvlthienQr2.3^FV1.4- 
benzothia7epine 

A mixtiu^ of the product from step (a) (15g), magnesium sulfate (5g), triethylamine 
(Itnl), and dichloromethane (40ml) was stirred at room temperature under nitrogen 
and benzaldehyde (6.1g) was added dropwise. The mixture was stirred at room 
temperatiare for 60 hours then filtered. The filtrate was concentrated, diluted with 
petroleum ether, filtered and concentrated to yield the intermediate benzylidene as an 
oil (18.5g). 'h NMR is consistent with the proposed structure. The intermediate 
I benzylidene (5g) in THF(15ml) was added dropwise under nitrogen to lithium 

diisopropylamide (8mK 2M) at -TS^'C. After 15 minutes the reaction was warmed to 
room temperature for 30 minutes and then cooled to -78*^C and saturated ammonium 
chloride (30ml) was added. The reaction was partitioned between water and diethyl 
ether and the organic phase was dried over sodium sulfate, filtered and evaporated to 
5g of an oil. Colimm chromatography on silica gel eluting with toluene gave 1.3g of 
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the cis isomer followed by the desired compound as a soIid(2.8g). NMR is 
consistent with the proposed structure. 

(c) f-^>VTrans-^-butvl-^-ethvi -2.3.4J-tetrahvdrQO-phenvlthienor2.3-FVr4^ 
benzothiaze pine 1.1 -dioxide 

A solution of the product from step (b) (2.5g) in methanol (50ml) and 
dichloromethane (15ml) was cooled in an ice bath and treated with a solution of 
Oxone (9.2g) in water (60ml) and the reaction was allowed to stir 24 hours at room 
temperature. The reaction was diluted with saturated sodium bicarbonate (100ml), 
extracted with chloroform and the organic extracts were dried over sodium sulfate. 
Solvent was removed under reduced pressure and the residue was purified by column 
chromatography on silica gel eluiing with ethyl acetate-petroleum ether (1:9). The 
product was crystallized from ethyl acetate and petroleum ether affording the desired 
compound as an off-white solid (0.65g), mp 123-125^0. 

Analysis: Caicd. C 62.77; H 6.93; N 3.85; S 17.64 
Found: C 62.82; H 6.95; N 3.85; S 17.64 

NMR (DMS0-d6), 5: 0.78 (3H, t); 0.82 (3H, t); 1.1 (2H, m); 1.2 (2H, m); 1.5 (2H, 
m); 1.8 (2H, m); 2.9\(1H, d); 3.36 (IH, d); 3.74 (IH, d); 5.56 (IH, d); 7.3-7.5 (7H, 
m) 

Synthetic Example ]9 

Preparation of f+-Vtrans-3-ethvl-2.3.4.5-te Trahvdroo-phenvl-3-r4.4:4-trifluorohutvi^-T 4> 
benzothiazepine 1 1 -dinvi^f^ 

The title compound was prepared following the procedures of Synthetic Example 
Ka)-G)» but using l-bromo-4,4,4-trifluorobutane in step(c). The product was a 
mixture of cis and trans isomers. Fractional recrystallization gave the title compound, 
a solid* mp 107-123°C {0.5g) which contained 33% of the cis-isomer. 

Analysis: Calcd.: C 61.30: H 5.88: N 3.40: S 7.79; 

Found: C 63.00: H 6.79: N 3.50: S 8.01 
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»H NMR (DMS0.d6), 6: 0.76 (0.9H. l, CH3); 0.85 (2.1H. t, CH3); 1.35-1.53 (4H, m); 
1.80 (IH. m); 2.21 (3R m); 2.81 (IH, t); 3.21 (IR dd); 3.70 (IR dd); 5.99 (IH, d, 
CHPh); 6.62 (IH. m. ArH); 7.29 (IR m, ArH); 7.37 (4R m, ArH); 7.45 (2R m! 
ArH); 8.01 (IH, m. ArH). The peak at 8: 0.76 (0.9H, t, CH3) is associated with thJ 
cis-isomer the peak at 8: 0.85 (2.1H, t, CH3) is associated widi the title compound. 

Each of the following compounds of formula (I) was prepared by a method analogous to one 
of the synthetic routes described above. In all cases, ^H NMR and elemental analysis were 
consistent with the proposed structure. 

Synthetic Fx amples 20-7R 

20) (-^-)-23,4,5-Tetrahydro-5-phenylspiro(l,4-benzothia2epine-3,r- 
cyclohexane) 1,1-dioxide, mp 177-1790C; 

2 1 ) (•^-)-Imns-2,3,4,5-tetrahydro-3-isopropyl-3-methylo-phenyl- 1 ,4- 
benzothiazepine 1 , 1 -dioxide 0.25 H2O, mp 1 30- 1 320C; 

22) (+)-{S)-2,3,4,5-Tetrahydro-5-phenylspiro(l,4-benzothiazepine-3,r- 
cyclohexane) 1,1-dioxide, mp 210-21 PC; 

23) (-)-(R)-2,3,4,5-Tetrahydro-5-phenyIspiro(l,4-benzothiazepine-3,r- 
cyclohexane) 1,1-dioxide, mp 210-21 l^C; 

24) (+-)-IraQS-2,3,4,5-tetrahydro-3-isopropyl-3-methyl-5-phenyl-l,4- 
benzothiazepine hydrochloride, mp 2 1 1 -2 1 3^0; 

25) (■^-)-Cis-2,3,4,5-ietrahydro-3-isopropyl-3-methyl-5-phenyl-K4- 
benzothiazepine hydrochloride, mp 268-270^0; 

26) (+-)o-sec-Butyl-23,4,5-tetrahydro-3-methyl-5-phenyH,4- 
benzothiazepine hydrochloride, mp 202-205<>C; 

27) (+-)-4,5-Dihydroo-pheny lspiro( 1 ,4-benzothiazepine-3-(2H), 1 - 
cyclopentane) hydrochloride 0.25 H2O, mp 224-2260C; 

28) {+-)-2,3,4,5-Tetrahydro-5-phenylspiro(L4-benzothiazepine-3,r- 
cyclohexane) hydrochloride H2O, mp 167-169^0 (eff.); 

29) (-J-)-5-(2-Fluorophenyl)-2.3,4,5-tetrahydrospiro( 1 .4-benzothiazepine- 
3.r-cyclohexane) Kl-dioxide. mp I6O-I6IOC; 

30) (■^-)-£is-3-(2J.4,5-ietrahydro-3-methyl-5-phenyl-1.4-benzothiazepin-3- 
yOpropionic acid 1.1 -dioxide 0.5 H2O. mp 132-1 33^0; 



SUBSmUTE SHEET (RULE 26) 



wo 94/18183 PCT/GB94/00299 

61 

31) (--j-Irans-Ethyl 3-(2J,4,5Vtetrahydro-3-methyl-5-phenyl-U4- 
benzothiazepino-yOpropioniaie 1. 1 -dioxide, mp 143-1 48^0; 

32) (— )-£is-Ethyl 5-(2,3,4,5-tetrahydro-3-methyl-5-phenyl- 1 ,4- 
benzothiazepin-3-yl)valerate L 1 -dioxide, mp 121-122^0; 

33) (--)-Imns-3-((E)-2-ButenYl)-3-ethyl.2,3,4J-tetrahydro-5-phen^ 
benzothiazepine, mp 69-740C; 

34) (^-)-Ii2ns-3-Ethyl-2,3,4,5-tetrahydro-3-isopropyl-5-phenyl-l,4. ■ 
benzothiazepine 1,1 -dioxide, mp 1 16-1 IS^C; 

35) (-^-)-Cis-3-i5Q-Butyl-3-ethyl-23,4.5-tetrahydro-5-phenyl-l,4. 
benzothiazepine 1 -oxide, rap 91 -930C; 

36) (^-)-£is-3-isfi-Butyl-3-ethyl-2 J,4.5-Tetrahydro-5-phenyl- 1 ,4- 
benzoihiazepine LI -dioxide, mp 149-1 5 l^C; 

37) (-?-)-Irans-3-isQ-Butyl-3-ethyl-2 J ,4,5-tetrahydro-5-phenyl- 1 ,4- 
benzothiazepine 1 -oxide, mp 92-93^0; 

38) (■^-)-Ii2ai5-3-isfi-Butyl-3-ethyl-2p,4,5-tetrahydro-5-phenyl-l,4' 
benzothiazepine l,l.dioxide, mp lOl-lOS^C; 

39) (+-)-£i5-3-Butyl-3-ethyl-2,3,4,5-tetrahydro-5-(3-pyridyl)-l,4. 
benzothiazepine l,i-dioxide, mp 60-61OC; 

40) (•^•)-Cis-Ethyl-2,3,4,5-tetrahydro-5-phenyl-l,4-benzothiazepine-3- 
carbaldehyde 1, 1 -dioxide, mp 162-1640C; 

41) (^-)-£is-2,3,4,5-Tetrahydro-3-isopropyl-3-methyl-5-phenyl-l,4. 
benzothiazepine 1,1 -dioxide 0.66 H26, mp 119-120^0; 

42) (-^-)-Iraiiso-Ethyl-2,3,4,5-tetrahydro-3-isopropyl-5-phenyl-l,4- 
benzothiazepine 1, 1 -dioxide, mp 121-124<>C; 

43) (-^-)'Cis-3-Ethyl-2,3,4,5-tetrahydro-3-isopropyl-5-phenyl-l,4- 
benzothiazepine 1,1-dioxide, mp 150-152OC; 

44) (^-)-£is-3-Butyl-3-ethyl.2,3,4,5-iec:ahydro-4-hydroxy-5-(3-pyridyl)-U4. 
benzothiazepine 1 , 1 -dioxide, mp 202-205^0; 

45) (--)-IimiS-3-(3-Ethyl-2J.4p-tetrahydro-5-phenyl-1.4-benzoihiazepin-3- 
yOpropanol 1,1-dioxide mp 164-1650C; 

46) (-^)-ImnSo-Ethyl-5-(4-Fluo^ophenyl)-23.4,5-letKlhyd^o-7-melhoxyo 
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(3-methoxvpropvn-1.4-benzothia2epine 1,1 -dioxide hydrochloride, mp 
179-1810C; 

47) {-^O-Cis-S-Buni-r-ethyl-I J,4,5-ieirahydro-5-phenylpyrido 1 ,4- 
thiazepine Kl-dioxide 0.333 H2O, mp 1 1 M U^C: 

48) (-^-)-Cis-3-But\1.3-eihyl-2,3,4J-teirahydroo-(lH-pyr^^ 
benzothiazepine 1.1 -dioxide, mp 50-52OC; 

49) (+-)-Ciso-Butyl-3-eihyl-23,4,5-ietrahydro-5-phenyl-7H-pyrrolo(3,4-F)- 
1 ,4-thiazepine 1 . 1 -dioxide 0. 1 25 H2O, mp 75-770C; 

50) (+-)-2J,4,5-Teirahydro-7-methoxy-5-phenylspiro(1.4-benzodiiazepine- 
3,1-cyclohexane) 1, 1 -dioxide, mp 142- 143^0; 

5 1 ) f+'V Trans- 1 -{3-Ethy 1-2.3 ,4,5-tetrahydro-7-methoxy-5-pheny I- 1 ,4- 
benzoihia2epin-3-yl)-2-butanone S.S-dioxide hydrochloride, mp 175- 
1760C; 

52) (+-)-Trans-3-butyl-3-ethyl-2,3,4,5-ietrahydro-5-phenyinaphtho(3,2-F)- 
l,4-ben20thia2epine 1,1-dioxide, mp 128-13PC; 

53) (+-)-Iians-3-ButylO-ethyl-23,4,5-tetrahydro-5-(2-pyridy^^^ 
benzothiazepine 1,1-dioxide, mp 50-53^0; 

54) (+-)-Iiai^-3-ButyW-ethyl-2,3,4,5-tetrahydro.5-(3-pyridyl>l,4. 
benzothiazepine r,l^dioxide 0.25 hydrate, mp 153-1550C; 

55) (+-)-Iran5-l-(3-Ethyl-23,4,5-ietrahydro-7,8-dimethoxy-5-phenyl-l,4^ 
benzothiazepin-3-yl)-2-butanone S,S-dioxide, mp 142-1460 C; 

56) (+-)-IrailSO'( 1 -butenyl)-3-ethyi-2,3,4,5-tetrahydro-8-methoxy-5-phenyI 
-1,4-benzothiazepine 1,1-dioxide 

57) (+-)-Irans-3-(l-butenyl)o-ethyl-2,3,4,5-tetrahydro-7,8-dimetfaoxy-5- 
phenyl -1,4-benzothiazepine LI -dioxide 

58) (-i--)-lEailS-l-(3-Ethyl-2.3,4,5-tetrahydro-8-methoxy-5-phenyi-l,4- 
benzothiazepin-3-yl)-3-buianone S,S-dioxide 

59) (+-)-Irans-lK3-Ethyl-2.3.4,54etrahydro-7,8-dimeihoxy-5-phenyl-L4- 
benzothiazepin-3-yl)-3-buianone S,S-dioxide 

60) (+-)-ImnS- 1 -(3-Ethyl-2.3.4.5-tetrahydro-8-meihoxy.5-phenyl-l ,4- 
benzothiazepin-3-yl)- 1 -butanone S.S-dioxide 

6 1 ) (■i-)-Trans- 1 -(3-Ethyl-2.3.4,5-ietrahydro-7,8-dimeihoxy-5-phenyl- 1 .4- 
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benzothiazepin-3-yl)- 1 -buianone S.S-dioxide 

62) (+0-Trans- l-(3-ethy 1-2 J.4J-ieii^ydro-8-merhoxy-5-pheny 1-1,4- 
benzoihiazepin-j-y l)-4.4.4-trifluoro- 1 -butanone S,S-dioxide 

63) ("^-)-Trans-l-{3-ethyl-2.3,4,5-tetrahydro-7,8-dimethoxyo-phenyl-h4- 
benzothia2epin-3-yi)-4,4.4-trifluoro- 1 -butanone S.S-dioxide 

64) (+-)-Trans-l-(3-ethyl-23,4,5-tetrahydro-7,8-diineihoxy-5-phenyl-l,4- 
benzothia2epin-3-yl)-3,3,4.4,4-peniafluoro-2-butanone S,S-dioxide 

65) (+-)-Trans- 1 -{3-ethyl-2 J ,4,5-tetrahydro-8-methoxy-5-pheny 1- 1 ,4- 
benzothiazepin-3-yl)-3,3,4,4,4-pentafluoro-2-butanone S,S-dioxide 

66) (+-)-TiMS-l-(3-ethyl-2J,4,5-tetrahydro-7,8-diniethoxy-5-phenyl-L4- 
benzothia2epin-3-yI)-4,4,4-trifluoro-2-butanone S,S-dioxide 

67) (+-)-Trans-l -(3-ethyl-2,3,4,5-teirahydro-8-meihoxy-5-phenyl- 1 ,4- 
benzothiazepin-3-yl)-4,4,4-trifluoro-2-buianonc S,S-dioxide 

68) (+-)-Trans-3-ethyl-2,3,4,5-tetrahydro-8-methoxy-5-phenyl-3-{4,4, 
4-trifluorobutyl)- 1 ,4-benzothia2epine 1 , 1 -dioxide 

69) (+-)-Trans-3-ethyl-2,3,4,5-tetrahydro-7,8-dimethoxy-5-phenyI-3-(4,4, 
4-trifluorobutyl)- 1 ,4-benzothiazepine 1 , 1 -dioxide 

70) (+-)-IimiS-l-(3-(2,2,2-trinuoroethyl)-2,3,4,5-tetrahy^^ 
phenyl- 1,4- benzothiazepin-3-yl)-2-butanone S,S-dioxide 

71 ) (+-)-IraiS-I -(3K2.2;>-trifluoroethyl)-23,4,5-ietrahydro-7,8-dime^^ 
phenyM,4- benzothiazepin-3-yl)-2-butanone S,S-dioxide 

72) (+-)-Imn5-H3-E%l-2,3,4,5-tetrahydro-9-raedioxy-5-phenyl-l,4. 
benzothiazepin-3-yl)-2-butanone S,S-dioxide 

73) (+-)-Ti^-3-((3.ethyl-2,3,4,5-ietrahydro-3-(2-oxobutyl)-5-phenyl-l,4- 
ben20thiazepin-7-yl)oxy)propanesulfonic acid Kl -dioxide 

74) (+-)-Imns-K3-E%l-2,3,4,5-tetrahydro-7,8-diethoxy-5-phenyl-K4- 
ben2othia2epin-3-yI)-2-butanone S.S-dioxide 

75) f^-V Trans - 1 -(3-Ethyl-2.3,4,5-tetrahydro-7,8-dimeihoxy-4-hydroxy-5-phenyl- 
1 .4-benzothiazepin-3-yl)-2-bmanone S.S-dioxide 

76) (-^-)-Trans-3-((3-ethyl-2.3.4,5-tetnihydro-3-{2-oxobutyl)-5-phenyH,4- 
ben20ihiazepin-8-yl)oxy)propanesulfonic acid 1,1 -dioxide 
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77) f^-)-Trans-2K(3-eihyl-2J,4,5-tetrahydroo-(2-oxobur\'l)-5-phenyl-L^^ 
benzoihiazepm-7-yl)oxy)eihylirimethylanimoniurn iodide 1 J -dioxide 

78) (^-)-Trans-2-f (3-eihyl-23,4 J-tetrahydro-3-(2-oxobutyl)o-phenYl- 1 ,4- 
ben20thiazepin-8-yl)oxy)ethyltrimethylainmonium iodide 1 , 1 -dioxide 

Pharmaceutical Composition Fyample^ 

In the following Examples, the active compound can be any compound of formula (I) 
and/or a pharmaceuticaily acceptable salt, solvate, or physiologically functional 
derivative thereof. The active compound is preferably 3-methyl-3-isopropyl-2 ,3,4,5- 
tetrahydro-5-phenyl-U4-benzothiazepine 1,1-dioxide or one of the compounds of 
Synthetic Examples 2 to 30. 

(i) Tablet compositintK; 

The following compositions A and B can be prepared by wet granulation of ingredients (a) 
to (c) and (a) to (d) with a solution of povidone, followed by addition of the magnesium 
stearate and compression. 

Composition >\ 







mg/tablet 


mg/tablet 


(a) 


Active ingredient 


250 


250 


(b) 


Lactose B.P. 


210 


26 


(c) 


Sodium Starch GlycoUate 


20 • 


12 


(d) 


Povidone B.P. 


15 


9 


(e) 


M^esium Stearate 


Ji 








500 


300 


Composirion B 










mg/tablet 


mg/tablei 


(a) 


Active ingredient 


250 


250 


(b) 


Lactose ISO 


150 




(c) 


Avicel PH 101 


60 


26 


(d) 


Sodium Starch Glycoliate 


20 


12 


(e) 


Povidone B.P. 


15 


9 


(0 


Magnesium Stearate 


_i 


'S 






500 


300 
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Active ingredient 100 

Lactose • 200 

Starch 50 

Povidone 5 

Magnesium Stearate _4 



359 



The following compositions D and E can be prepared by direct compression of the admixed 
ingredients. The lactose used in fonnulaiion E is of the direct compression type. 



Composition D 



Active ingredient 250 
Magnesium Stearate 4 
Pregelatinised Starch NF15 146 

400 

CoTPppsition E 

Active ingredient 250 
Magnesium Stearate 5 
Lactose 145 
Avicel 100 

500 



Composition F (Controlled release c omposition^ 



mg/tablet 

(a) Active ingredient 500 

(b) Hydroxypropylmethylcellulose 1 12 
(Methocel K4M Premium) 

(c) Lactose B.P. 53 

(d) Povidone B.P.C. 28 

(e) Magnesium Stearate _7 

700 
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The composition can be prepared by wet granulation of ingredients (a) to ( c) with a solution 
of povidone, followed by addition of the magnesium stearaie and compression. 

Composition G fEnteric-cnated tablet^ 

Enteric-coated tablets of Composition C can be prepared by coating the tablets with 
25mg/tablei of an enteric polymer such as cellulose acetate phthalate, polyvinylacetate 
phthalate, hydroxypropylmethyl-cellulose phthalate, or anionic polymers of methacrylic 
acid and methacrylic acid methyl ester (Eudragit L). Except for Eudragit L, these polymers 
should also include 10% (by weight of the quantity of polymer used) of a plasticizer to 
prevent membrane cracking during application or on storage. Suitable plasticizers include 
diethyl phthalate, tributyl cinrate and triacetin. 

Comnosition H (Enteric-coated controlled release tablet^ 

Enteric-coated tablets of Composition F can be prepared by coating the tablets with 
50mg/tablet of an enteric polymer such as cellulose acetate phthalate, polj^inylacetate 
phthalate, hydroxypropyhnethyl- cellulose phthalate, or anionic polymers of methacrylic 
acid and methacrylic acid methyl ester (Eudgragit L). Except for Eudgragit these 
polymers should also include 10% (by weight of the quantity of polymer used) of a 
plasticizer to prevent membrane cracking during application or on storage. Suitable 
plasticizers include diethyl phthalate, tributyl citrate and triacetin. 

(ii) Capsule CQmpositinn*; 

Composition A 

Capsules can be prepared by admixing the ingredients of Composition D above and filling 
two-part hard gelatin capsules with the resulting mixture. Composition B (infia) may be 
prepared in a similar manner. 

Coipposifion B 



mg./capsule 



(a) 
(b) 
(c) 



Active ingredient 
Lactose B.P. 



Sodium Starch Glvcoliate 



250 



143 
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(d) Magnesium Stearate _2 

420 



(a) Active ingredient 250 

(b) Macrogol 4000 BP 25Q 

600 

Capsules can be prepared by melting the Macrogol 4000 BP, dispersing the active ingredient 
in the melt and filling two-part hard gelatin capsules therewith. 

ComposiTion D 

mg/c^psulg 

Active ingredient 250 
Lecithin 100 
Arachis Oil IflQ 

450 

Capsules can be prepared by dispersing the active ingredient in the lecithin and arachis oil 
and filling soft elastic gelatin capsules with the dispersion. 

Composition E (Controlled release capsuled 

mg/capsvk 

(a) Active ingredient 250 

(b) Microcrystalline Cellulose 125 

(c) Lactose BP 125 

(d) Ethyl Cellulose Ji 

513 

The controlled release capsule formulation can be prepared by extruding mixed ingredients 
(a) to (c) using an extruder, then spheronising and drying the extrudate. The dried pellets 
are coated with a release controlling membrane (d) and filled into two-part, hard gelatin 
capsules. 
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Composition F rFnteric capsuled 









(a) 


Active ingredient 


250 


(b) 


Microcrystalline Cellulose 


125 


(c) 


Lactose BP 


125 


(d) 


Cellulose Acetate Phthalate 


50 


(e) 


Diethyl Phthalat 








555 



The enteric capsule composition can be prepared by extruding mixed ingredients (a) to (c) 
using an extruder, then spheronising and drying the extrudate. The dried pellets are coated 
with an enteric membrane (d) containing a plasticizer (e) and filled into two-part, hard 
gelatin capsules. 

CQPipQsition Q rFrPterig-cpated ppntrollgd rekag? papgglg) 

Enteric capsules of Composition E can be prepared by coating the controUed-release pellets 
with 50mg/capsule of an enteric polymer such as cellulose acetate phthalate, 
polyvinylacetate phthalate, hydroxypropylmethylcellulose phthalate, or anionic polymers of 
methacrylic acid and methacrylic acid methyl ester (Eudragit L). Except for Eudragit L, 
these polymers should also include 10% (by weight of the quantity of polymer used) or a 
plasticizer to prevent membrane cracking during application or on storage. Suitable 
plasiicizers include diethyl phthalate, tributyl citrate and triacetin. 

(iii) Intravfflpus iuiggtiou gffmpo?>ition 

Active ingredient 0.200g 
Sterile, pyrogen-free phosphate buffer (pH 9.0) to 10 ml 

0 

The active ingredient is dissolved in most of the phosphate buffer at 35-40 C, then made up 
! to volume and filtered through a sterile micropore filter into sterile 10 ml glass vials (Type 

1) which are sealed with sterile closures and overseals. 

(iv) Intramuscular ipjgqtion imposition 

.Active ingredient 0.20 g 
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Benzyl Alcohol 0.10 g 

Glycofiirol 75 1 .45 g 

Water for Injection q.s. to 3.00 ml 



The active ingredient is dissolved in the glycofurol. The benzyl alcohol is then added and 
dissolved, and water added to 3 ml. The mixture is then filtered through a sterile micropore 
filter and sealed in sterile 3 ml glass vials (Type 1). 

(v) Svnip compQ^inion 



Active ingredient 0.25g 

Sorbitol Solution 1 .50g 

Glycerol l.OOg 

Sodiimi Benzoate 0.005g 

Flavour 0.0125nii 

Purified Water q.s. to 5.0ml 



The sodium benzoate is dissolved in a ponion of the purified water and the sorbitol solution 
added. The active ingredient is added and dissolved. The resulting solution is mixed with 
the glycerol and then made up to the required volume with the purified water. 



(vi) Suppository <;oinpositiQn 

mg/suppositorv 

Active ingredient 250 
Hard Fat, BP (Witepsol H15 - DynamitNoBel) 1770 

2020 

One-fifth of the Witepsol HI 5 is melted in a steam-jacketed pan at 45^C maximum. The 

active ingredient is sifted through a 2001m sieve and added to the molten base with mixing, 

using a Silverson fitted with a cutting head, until a smooth dispersion is achieved. 

o 

Maintaining the mixture at 45 C, the remaining Witepsol HI 5 is added to the suspension 

which is stirred to ensure a homogenous mix. The entire suspension is then passed through 

a 2501m stainless steel screen and, with continuous stirring, allowed to cool to 40 C. At a 
o 

temperature of 38-40 C, 2.02g aliquois of the mixture are filled into suitable plastic moulds 
and the suppositories allowed to cool to room temperature. 



(vii) Pessar\' composition 
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m g./pessarv" 



Active ingredient (631m) 250 
.Anhydrous Dextrose 380 
Potato Starch 363 
Magnesium Stearate _Z 

1000 



The above ingredients are mixed directly and pessaries prepared by compression of the 
resulting mixture. 

(viii) Transdermal composition 

Active ingredient 200mg 
Alcohol USP 0.1ml 
Hydroxyethyl cellulose 

The active ingredient and alcohol USP are gelled with hydroxyethyl cellulose and packed in 
a transdermal device with a surface area of lOcm^. 

Biological Assay 

In vitro inhibition of bile acid uptake 

Freshly prepared rat distal ileal brush border membrane vesicles (about 200mg vesicle 

0 

protem) were mcubated for 30 seconds at 24 C in an incubation mixture comprising lOlM 
3h taurocholate, lOOmM NaCl (or KCl) and 80mM mannitol in 20mM Herpes Tris pH 7.4. 
Each test compound was dissolved in ethanol (or water) and then diluted with incubation 
mixture to an ethanol concentration of not more than 1% v/v. The incubation was 
terminated by rapid dilution and filtration and the filter washed with an ice-cold isotonic 
sodium-fi:ee buffer. 

1 The uptake of tatirocholate was measured by the radioactivty remaining on the filter and 

converted to pmoles/mg vesicle protein. The active, ifi sodium-dependent, uptake was 
obtained by subtracting the passive uptake measured in lOOmM KCl fix)m the total uptake 
measured in lOOmM NaCI. The active uptake for each test compoxmd was compared with a 
control active uptake and the results expressed as % inhibition of bile acid uptake. 
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Below is given data for compounds of the invention showing % inhibition of bile acid 
uptake at various concentrations of compound. 

E2iamck IOmM 2uM luM 0■3^M 
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CLAIMS 

1 . A compound of formula (I) : 




(1) 



wherein 

1 is an integer of from 0 to 4: 
n is an integer of from 0 to 2; 

R is an atom or group selected from halogen, cyano, nitro, alkyi, alkoxy, aryl, 
heteroaryl, aryloxy, arylalkoxy, aralkyl, aikaryl, -0(CH2)pS03Rl 1, 
.0(CH2)pNRl lRl2, -0(CH2)pN+Rl 1r12r14 corH, .CO2RI 1, -CONRI 1r12, 
-CH20Rn, -NRl 1r12 .NHCOR", -NHS02R^ ^ -SRI 1 , -SO2RI ^ 
-S02NRnRl2^ -SO3RII, wherein p is an integer from 1 to 4, RH and r12 are 
independently selected from hydrogen, €1.5 alkyl and phenyl, and r14 is hydrogen 
or Cj.g alkyl, or R is a group -OCH2O- which forms a further ring attached to X, 
wherein said alkyl, alkoxy, aryl, heteroaryl, aryloxy, arylalkoxy, aralkyl and aikaryl 
groups are optionally substituted by one or more atoms or groups selected from 
halogen, nitro, nitrile, alkyl, alkoxy, -CORI^ -C02R^^ -S03R^I wherein r11 is 
as hereinbefore defined and -NR14r15 wherein R^^ is as hereinbefore defined and 
R15 is hydrogen or Ci^ alkyl; 

R1 is hydrogen or Ci^g alkyl; 

R- is an atom or group selected from hydrogen. Ci.^ alkyl (including cycloalkyl 
and cycloalkylalkyl), alkox\\ pyrryL thienyL pyridyL 1,3-benzodioxolo, phenyl 
and naphthyl, which groups are optionally substimied by one or more atoms or 
groups independently selected from halogen, cyano. nitro, carboxyK phenyL 
phenoxy, benzyloxy, -CORI 1, -CO2R' K -CONRI 1r12, .CH2ORI 1, .nrI 1r12^ 
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-NHCORU, -NHS02R^ -SRl K -SO2R' I -SO3RI 1 (wherein R' ^ and R 12 are as 
hereinbefore defined). -0(CH2)pNRl ^RI^. .0(CH2)pN-^R ^ 1r12rI3 and 
-0(CH2)pS03Rl 1 (wherein p, R^ and rJ2 are as hereinbefore defined and R1 3 is 
hydrogen or Cj.g alkyl); 

R3 is hydrogen, OH, C j.g alkyl, Cj.^ alkoxy or -OC^.g acyl; 

r4 is a group independently selected from Cj^g alkyl (including cycloalkyl and 
cycloalkylalkyl). C2-6 alkenyl and C2-6 alkynyl, which groups are optionally 
substituted by one or more atoms or groups independently selected from halogen, 
0x0, C1.4 alkoxy, -C02R14, -NR14r15^ .sr14 .S(0)Ci.6 alkyl, -S02R14, 
-SO3RI4 (wherein R^^ and R^ 5 are hereinbefore defined); 

R^ is a group independently selected from C2-6 alkyl (including cycloalk)'! and 
cycloalkylalkyl), C2-6 alkenyl, and C2-6 alkynyl, which groups are optionally 
substituted by one or more atoms or groups independently selected from halogen, 
0x0, C1.4 alkoxy, -CO2RI4, -NR14r15^ ^sr'^, -S(0) C1.6 alkyl, -SO2 R^^^, 
-SOsR^"^ (wherein rI^ and r15 are hereinbefore defined); 

or r4 and R^, together with the carbon atom to which they are attached, form a C3.7 
spiro cycloalkyl group which is optionally substituted by one or more atoms or 
groups independently selected from halogen, Cj.g alkoxy, -C02R^4. -S03R^4 and 
-NR14r15 (where R^ 4 and R^ 5 are as hereinbefore defined); 

r6 and R^ are independently selected from hydrogen and Cj.g alkyl; and 

X is an aromatic or non-aromatic monocyclic or bicyclic ring system having from 5 
to 10 carbon atoms (including the two carbon atoms forming part of the thiazepine 
ring) wherein optionally one or more of the carbon atoms is/are replaced by 
heteroatom(s) independently selected from nitrogen, oxygen and sulphur; 

with the proviso that when 1 is an integer of from 0 to 4, R^ = R^ = r7 = H, r3 = H 
or OH, r2 = unsubstituted phenyl or phenyl substituted by one or more atoms or 
groups independently selected from halogen, niiro, phenylalkoxy, Cj^ alkoxy, Ci_5 
alkyl and -0(CH2)pSO3R^ ^ wherein p and R^ ^ are as hereinbefore defined, wherein 
said phenylalkoxy, alkoxy and alkyl groups are optionally substituted by one or 
more halogen atoms, and X is a fiised phenyl ring, then R^ is other than a C1.5 
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straight alkyi group and is other than a Co-S straight alkyl group, and sails, 
solvates and physiologically functional derivatives thereof. 

2. A compound as claimed in claim 1 which is a trans isomer wherein 
lisO, lor2: 

n is 1 or 2; 

R1, R6 and R^ are all hydrogen; 
R3 is hydrogen or hydroxy; and 

X is a fused phenyl, naphthyl, pyrryl, ihienyl or pyridyl, group. 

3. A compound as claimed in claim 1 or claim 2 wherein 
lisOor 1; 

n is 2; and 

r2 is pynyl, thienyl, pyridyl, phenyl or naphthyl, such groups being optionally 
substituted by one or more atoms or groups independently selected from halogen, 
cyano, nitro, carboxyl, phenyl, phenoxy, benzyloxy, -COR^ ' , 

-CONRl 1r12, -CH2ORI 1, -NRl 1r12, -NHCORI K 
-NHS02R^^"SR11,-S02RJ1,-S03R11 (wherein R^^ and R^ 2 are independently 
selected from hydrogen, Cj.^ alkyl and phenyl), 

-0(CH2)pNRllRl2 -0(CH2)N+r11r12r13 and -0(CH2)pS03Rl I (wherein p is 
an integer of from 1 to 4, R^l and r12 are as hereinbefore defined and R^^ is 
hydrogen or Cj.^ alkyl). 

1 
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A compound as claimed in Claim 1 which is : 

(-)-(RR)-3-butyl-3-ethyl-2J,4,5-tetrahydro-5-phenyUl,4-benzothia2epine Ll- 
dioxide: 

(+-)-transo-({E)-2-butenyl)o"ethyl-2,3,4,5-tetrahydroo-phenyl-K4- 
benzothiazepine I , I -dioxide; 

(+-)-trans-3-ethyl-2,3,4,5-tetrahydro-3-(3-methoxypropyl)-5-phenyH,4- 
benzothiazepine 1,1 -dioxide; 

(+-)-trans-l-(3-ethyI-2J,4,5-tetrahydro-5-phenyl-l,4-benzothiazepino 
butanoneS.S-dioxide; 

(+-)-trans-l-(3-elhyI-2,3,43-tetrahydro-8-methoxyo-phenyl-l,4-benzothiazepin-3- 
yl)-2-butanone S.S-dioxide hydrochloride 1.1 hydrate; 

(+-)-trans-3-( 1 -butenyI)o-eihyl-2,3 ,4,5-tetrahydro-5-phenyl- 1 ,4-benzoihiazepine 1,1- 
dioxide hydrochloride 0.4 hydrate; 

(+-)-trans-3-(ethoxyethyl)-3-ethyl-2,3,4,5-tetrahydro-5-phenyM,4- 
benzothiazepine 1 , 1 -dioxide hydrochloride hemihydrate; 
(+-)-trans-3-(ethoxymethyl)-3-ethyl-2,3,4,5-tetrahydro-5-phenyM,4. 
benzothiazepine 1 , 1 -dioxide hydrochloride; 

(+-)-trans-ethyl 3-(3-eihyl-2,3,4,5-tetrahydro-5-phenyl-L4-benzothiazepin-3- 
yl)propionate 1,1 -dioxide; 

(+-)-trans-(E)-4-(3-eihyl-2,3,4,5-tetrahydro-5-phenyl-l,4-benzothiazepin-3-yl)-3- 
buten-2-one LI -dioxide; 

(+-)-23,4,5-tetrahydro-8-methoxy-5-phenylspiro(L4-benzothiazepine-3,l- 
cyclohexane) 1,1 -dioxide; 

(+-)-trans-3-butyl-3-elhyl-2,3,4,5-tetrahydro-5-(4-pyridyl)-l,4-benzothiazepme 1,1- 
dioxide; 

(+-)-trans-3-butyl-3-ethyl-2,3,4,5-tetrahydro-4-hydroxy-5-(4-pyridyl)-l,4- 
benzothiazepine 1 , 1 -dioxide; 

(+-)-trans-3-buty l-3-elhyl-2,3,4,5-tetrahydro-5-(2-thienyl)- 1 ,4-benzothiazepine 1,1- 
dioxide: 

(+-)-lrans-3-butyl-3-elhyl-2,3,4,5-tetrahydro-5-(lH-pyrTol-l-yI)-l,4- 
benzoihiazepine 1 , 1 -dioxide; 

(+-)-trans-3-buiyl-3-ethyl-2.3,4,5-tetrahydro-5-phenyIpyrido(4,3-F)-L4- 
benzothiazepine 1,1 -dioxide; 

(+-)-trans-3-butyl-3-eihyl-3,4.5J-tetrahydro-5-phenyl-2H-pyrrolo{3,4-F)-L4- 
benzothiazepine 1.1 -dioxide 0.1 hydrate: 
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(+0-lrans-3-butyl-3-ethyl-2J,4J'ieirahydroo-phenyllhieno(2,3-F)-U4- 
benzothiazepine 1 , 1 -dioxide: 

(+-)-trans-3-ethyl-2J,4,5-telrahydroo-phenyl-3-(4,4,4-trifluorobutyl)-l,4- 
benzothiazepine 1,1 -dioxide; 

(+-)-trans-23,4,5-tetrahydro-3-isopropyl-3-melhyl-5-phenyl-l,4-benzothiazepm 
Kl-dioxide 0.25 H2O; 

(+0-trans-3-{(E)-2-Butenyl)-3-elhyl-2,3,4,5-telrahydro-5--phenyl-l,4- 
benzothiazepine; 

(+-)-Cis-2,3,4,5-Telrahydro-3-isopropyl-3-methyl-5-phenyl- 1 ,4-benzothiazepine 1,1- 
dioxide 0.66 H2O; 

(+-)-trans-3-(3-Ethyl-2,3,4,5-tetrahydro-5-phenyl-l,4-benzothia2epin-3-yl)propa^ 
LI dioxide; 

(+-)-trans-3-Ethyl-5-(4-FIuorophenyI)-23,4,5-tetrahydro-7-methoxy-3-(3- 
methoxypropyl)-l,4-benzothiazepine 1,1 -dioxide hydrochloride; 
(+-)-2,3,4,5-Telrahydro-7-meihoxy-5-phenylspiro(l ,4-benzothiazepine-3. 1 - 
cyclohexane) 1,1 -dioxide; 

(+-)-trans- 1 -(3-EthyI-2,3,4,5-tetrahydro-7-methoxy-5-phenyl- 1 ,4-benzothia2epin-3- 
yl)-2-butanone S,S-dioxide hydrochloride; 

(+-)- trans-3-butyl-3-ethyl-2,3,4,5-tetrahydro-5-phenylnaphtho(3,2-F)-l ,4- 
benzothiazepine 1,1 -dioxide; 

(+->trans-l -(3-Ethyl-2,3,4,5-tetrahydro-7,8-diinethoxy-5-phenyl-l ,4- 
benzothiazepin-3-yl)-2-butanone S.S-dioxide; 

(+-)-trans-3-(l -butenyI)-3-ethyl-2,3,4,5-tetrahydro-7,8-dimethoxy-5-phenyl -1 ,4- 
benzothiazepine 1 , 1 -dioxide; 

(+-)-trans- 1 -(3 -Ethyl-2,3 ,4,5-letrahydro-758-dimethoxy-5-pheny 1- 1 ,4- 
benzothiazepin-3-yl)-3-butanone S,S-dioxide; 

(+-)-trans- 1 -(3-Ethyl-2,3,4,5-tetrahydro-8-methoxy-5-phenyl- 1 ,4-benzothiazepin-3- 
yl)-l-butanone S,S-dioxide; 

(+-)-trans- 1 -(3-Ethyl-2,3,4,5-tetrahydro-7,8-dinielhoxy-5-phenyl- 1 ,4- 
benzothiazepin-3-yl)- 1 -buianone S.S-dioxide; 
(-^-)-trans-l-(3-ethyl-2,3,4,5-tetrahydro-7,8-dimethoxy-5-phenyl-l,4- 
benzothiazepin-3-y l)-4,4,4-trifluoro- 1 -butanone S,S-di6xide; 
(+-)-irans-l-(3-elhyl-2,3,4,5-teirahydro-7,8-dimethoxy-5-phenyl-l,4- 
benzoihiazepin-3-yl)-3.3,4,4,4-peniafluoro-2-butanone S,S-dioxide; 
(H-)-trans-l -(3-ethyl-2,3,4,5-letrahydro-7,8-dimethoxy-5-phenyl- 1 ,4- 
benzothiazepin-3-y])-4,4.4-irifluoro-2-butanone S,S-dioxide; 
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(-^0-trans-3-ethyl.2J,4,5-tetrahydro-7,8-dimethoxyo-ph 
trifluorobuty 1> 1 ,4-benzothia2epine 1 , 1 -dioxide; 

(■^"-)-traiis-l-(3-(22,2-trifluoroethyl)-2J,4J-tetrahydro-7,8-di^^^ 
1,4- benzothia2epin-3-yl)-2-butanone S.S-dioxide; 

(+-)-traiis.l-(3-Ethyl-2,3,4.5-tetrahydro-7,8-diethoxy-5-phenyl.l,4.benzoihi^^^ 
3-yI)-2-butanone S,S-dioxide; 

(■^-)-trans-3-((3-ethyl-2,3,4,5-tetrahydroO-(2-oxobutyl>5.phenyl-l^ 
benzothiazepin-8-yl)oxy)propanesulfonic acid 1,1 -dioxide; 
(+-)-ti^-2-((3-ethyl-2,3A5-tetrahydro-3-(2-oxobutyi)-5-phenyl-U4- 
benzothiazepin-8-yl)oxy)ethyltiiraeihylanimonium iodide 1,1 -dioxide; 

5. A compound as claimed in claim 1 of the foraiula (la): 




wherein 

1 is an integer of from 0 to 4; 
n is an integer of from 0 to 2; 

R is an atom or group selected from halogen, cyano, nitro, alkyl, alkoxy, aryl, 
heteroaryi, aiyloxy, arylalkoxy, aralkyl, alkaryl, -CORI I, -C02R^ -CONRI 1r12^ 
-CH20Rn, .NR11r12, .NHCORH, -NHSO2RII, -SRll, -SCbR^l, -SO^R^^ 
wherein R^l and r12 independently selected from hydrogen, Cj^g alkyl and 
phenyl, wherein said alkyl, alkoxy, aryl, heteroaryi, aiyloxy, arylalkoxy, aralyl and 
alkaryl groups are optionally substituted by one or more atoms or groups selected 
from halogen, nitro, nitrile. alkyL alkoxy, -CORI 1, -CCbR^ ^ -SO3RI 1 wherein R^ ^ 
is as hereinbefore defined and -NR14r15 wherein RI^ and rI5 are as hereinbefore 
defined; 

R^ and R^ are independemly selected from hydrogen and C\^^ alkyl: 
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R2 is an atom or group selected from hydrogen, Ci^g alkyl (including cycloalkyl and 
cycloalkylalkyl), Cj^ alkoxy, pyrryl, thienyl, pyridyl, K3-benzodioxolo, phenyl and 
naphthyl, which groups are optionally substituted by one or more atoms or groups 
independently selected from halogen, cyano, nitro, carboxyl, phenyl, phenoxy, 
benzyloxy, -CORI 1, -C02R' I -CONRI 1rI2 -CH2ORI 1, -NRI 1r12, -NHCORI 1, 
-NHSO2RI I -SRI 1, -S02R^ I -SO3RI 1 (wherein r1 1 and r12 are independently 
selected from hydrogen, Cj.^ alkyl and phenyl), -0(CH2) NR^ 1r12^ 
•0(CH2) N+RllRl2Rl3and -0(CH2) SO3RII (wherein pis an integer of from 1 
to 4,RnPandRl2 are as hereinbefore defined and R^^ hydrogen or Cj.g alkyl); 

R^ is a group independently selected from C^.^ alk>'l (including cycloalkyl and 
cycloalkylalkyl), C2-6 alkenyl and C2-6 alkynyl, which groups are optionally 
substituted by one or more atoms or groups independently selected from halogen, 
Ci^ alkoxy, «C02R1'^, -NR14r15^ -SO3RI4 (wherein r14 and r15 are 
independently selected from hydrogen and Cj.g alkyl) and R^^qqrI? where R^^ 
a Cj^ alkylene group and R^^ is a Cj^ alkyl group; 

is a group independently selected from C2-6 alkyl (including cycloalkyl and 
cycloalkylalkyl), C2.6 alkenyl and C2-6 alkynyl, which groups are optionally 
substituted by one or more atoms or groups independently selected from halogen, 
C1.4 alkoxy, -C02R^\ -NR14r15^ .SO3RI4 (wherein rH and r15 are 
independently selected from hydrogen and C1.6 alkyl) and -RI^cORI'' where R^6 
a Ci^ alkylene group and R^^ is a C1.4 alkyl group; 

or R4 and R^, together with the carbon atom to which they are attached, form a C3.7 
spiro cycloalkyl group which is optionally substituted by one or more atoms or groups 
independently selected from halogen, Cj^g alkoxy, -C02R^'^, -SO3RJ4 and 
-NR14r15 (where R'^ and r1 5 are as hereinbefore defined; 

r6 and r7 are independently selected from hydrogen and Cj.^ alkyl; and 

I 

X is an aromatic or non-aromatic monocyclic or bicyclic ring system having from 5 to 
10 carbon atoms (including the two carbon atoms forming part of the thiazepine ring) 
wherein optionally one or more of the carbon atoms is/are replaced by heteroatom(s) 
independently selected from nitrogen, oxygen and sulphur; 
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with the proviso that when 1 is an integer of from 0 to 4, r1 = r3 = r6 = r7 = r2 

= unsubstituted phenyl or phenyl substituted by one or more atoms or groups 

independently selected from halogen, niiro, phenylalkoxy, Cj^ alkoxy, Ci.g alkyi 

and -0(CH2) SO3RI ^ wherein p and R1 1 are as hereinbefore defined, wherein said 
p 

phenylalkoxy, alkoxy and alkyl groups are optionally substituted by one or more 
halogen atoms, and X is a fused phenyl ring, then R^ is other than a Cj^ straight 
alkyl group and R^ is other than a C2.5 straight alkyl group; and 

salts, solvates and physiologically functional derivatives thereof. 
6. A compound of formula (I) : 




a) 



wherein 

1 is an integer of from 0 to 4: 
n is an integer of from 0 to 2; 

R is an atom or group selected from halogen, cyano, nitro, alkyl, alkoxy, aryl, 
heteroaryl, aryloxy, arylalkoxy, aralkyl, alkaryl, -0(CH2)pS03Rl \ 
-0(CH2)pNRl lRl2, .0(CH2)pN+ R1 1r12r14 .cORH, .CO2RI \ 
-CONRi 1rI2 -CH2ORI K -NRl 1r12 .nhCORI I, -NHSO2RI I -SRl 1, 
-SO2RI 1, -SOjNRl 1r12 .SO3RI 1 wherein p is an mteger of from 1 to 4, r1 ^ and 
R^2 are independently selected from hydrogen, Ci.^ alkyl and phenyl, and R14 is 
hydrogen or Ci^ alkyl, or R is a group -OCH2O- which forms a fiirther ring 
attached to X, wherein said alk>i, alkoxy, aryl, heteroaryl, aryloxy, arylalkoxy, 
aralkyl and alkaryl groups are optionally substituted by one or more atoms or groups 
selected from halogen, niu-o, niirile. alkyl, alkoxy, -CORII, -CCHR'^ -S03R11 
wherein R^l is as hereinbefore defmed and -NR^^rIS wherein R14 js as 
hereinbefore defmed and R^^ is hydrogen or C]^ alkyl; 
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SO 

is hydrogen or C 1. 5 alkyl; 

is an atom or group selected from hydrogen, Cj.g alkyl (including cycloalkyl 
and cycloalkylalkyl), C1.4 alkoxy, pyrr\'L lliienyl, pyridyl, L3-benzodioxolo, phenyl 
and naphthyl, which groups are optionally substituted by one or more atoms or 
groups independently selected from halogen, cyano, nitro, carboxyl, phenyl, 
phenoxy, benzyloxy, -CORI K -CO2R' ^ -CONRI lRi2, .CH2ORI K -NRI 1r12 
-NHCORl 1, -NHS02R1 1, -SRI 1, -SO2RI ^ -SO3RJ 1 (wherein r1 1 and r12 are as 
hereinbefore defined), -0(CH2)pNRl ^R^\ -0(CH2)pN+Rl 1r^2r13 and 
-0(CH2)pS03Rl 1 (wherein p, r1 1 and r12 are as hereinbefore defined and rI3 is 
hydrogen or Ci^g alkyl); 

R3 is hydrogen, OH^ Ci.^ alkyL alkoxy or -OCj^ acyl; 

r4 is a group independently selected from Cj.g ^^V^ (including cycloalkyl and 
cycloalkylalkyl), C2-6 alkenyl and C2-6 alkynyl, which groups are optionally 
substituted by one or more atoms or groups independently selected fi-om halogen, 
0x0, Cm alkoxy, -C02R^\ -NR14rI5, .sr14 -S(0)Ci.6 alkyl, -S02R14 
-SO3RI4 (wherein r14 and r15 

are as hereinbefore described); 

r5 IS a group independently selected from C2.6 alkyl (including cycloalkyl and 
cycloalkylalkyl), C2-6 alkenyl, and C2-6 alkynyl, which groups are optionally 
substituted by one or more atoms or groups independently selected from halogen, 
0x0, C1.4 alkoxy, -C02R1'^, -NR^^rI^^ .sR^4 .S(0)Ci.6 alkyl, .S02R14 
-SO3RI4 (wherein r14 and rI5 are as hereinbefore defined); 

or r4 and R^, together with the carbon atom to which they are attached, form a C3.7 
spiro cycloalkyl group which is optionally substituted by one or more atoms or 
groups independently selected from halogen, C1.6 alkoxy, -C02R^*, -SO3RI4 and 
-Nr14r15 (where r14 and R15 

are as hereinbefore defined: 

r6 and r7 are independently selected from hydrogen and Cj.g alkyl; and 

X is an aromatic or non-aromatic monocyclic or bicyclic ring system having from 5 
to 10 carbon atoms (including the two carbon atoms forming part of the thiazepine 
ring) wherein optionally one or more of the carbon atoms is/are replaced by 
heteroaiom(s) independently selected from nitrogen, oxygen and sulphur; 
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with the proviso that when 1 is an integer of from 0 to 4, = r6 = r7 = h, r3 = H 
or OH, r2 = unsubstituted phenyl or phenyl substituted by one or more atoms or 
groups independently selected from halogen, nitro, phenylalkoxy, C1.4 alkoxy, C1.6 
alkyi and -0(CH2)pSO3R^ ^ wherein p and R^ 1 are as hereinbefore defined, wherein 
said phenylalkoxy, alkoxy and alkyl groups are optionally substituted by one or 
more halogen atoms, and X is a fused phenyl ring, then R^ is other than a Cj.fi 
straight alkyl group and R^ is other than a C2.5 straight alkyl group, and 

salts, solvates and physiologically functional derivatives thereof for use in therapy, 

7. A compound as claimed in claim 6 for use in the prophylaxis or treatment of clmical 
conditions for which a bile acid uptake inhibitor is indicated. 

8. A compound as claimed in claim 7 for use in the prophylaxis or treatment of 
atherosclerosis. 

9. A pharmaceutical formulation comprising a compound of formula (I) as defined in 
Claim 1 or of formula (la) as defined in claim 5 together with one or more 
phannaceutically acceptable carriers and, optionally, one or more other 
physiologically active agents. 

10. A pharmaceutical formulation as claimed in claim 9 wherein the compound of 
formula (I) or (la) is as defined in any one of claims 2 to 4. 

1 1 . The use of a compound as claimed in any one of claims 1 to 5 in the manufacture of 
a medicament for the prophylaxis or treatment of a clinical condition for which a bile 
acid uptake inhibitor is indicated. 

12. The use as claimed in claim 11 wherein the medicament is for the prophylaxis or 
treatment of atherosclerosis. 

13. A process for the preparation of a compound as claimed in claim 1 which comprises 
at least the step of: 

(a) Wherein n = 0 and r1 and R^ are hydrogen, reducing the imine bond of a 
compound of formula (II): 
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wherein 1, R, r2 r4 to r7 and X are as hereinbefore defined; or 

(b) wherein n = o and r1 is not hydrogen, by alkylation of the corresponding 
compound of formula (II); or 

(c) wherein n = o and r3 is hydrogen, by cyclising a compound of formula 
(Vni): 




(VIII) 



Rl r2 

wherein 1, R, r1, r2, r4 to R7 and X are as hereinbefore defined and L1 is 
halogen, by treatment with a strong base; or 

(d) wherein n = o and r1 and r3 are both hydrogen, alkylating a compound of 
formula (XIII) 




(XIII) 



wherein 1. R, r4 to r7 and X are as hereinbefore defmed; or 
SUBSTITUTE SHEET (RULE 26) 
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(e) by reaction of a compound of formula (I) wherein is C2-6 alkenyl with 
gaseous hydrogen halide to give the corresponding compound of fonnula (I) 
wherein R^ is halogen substituted C2-6 alkyl or; 

(f) wherein n = o and R^ is not hydrogen, by N-alkylation of the corresponding 
compound of formula (II) with an alkyl halide, followed by reduction to the 
compound of formula (I); or 

(g) wherein n is I or 2, oxidation of the corresponding compound of formula (I) 
wherein n is 0; or 

(h) wherein n is 1 or 2, oxidation of the corresponding compound of fonnula 
(III) wherein n is 0 prior to cyclisation and reduction to the compound of 
fonnula (I). 

A method of inhibiting the absorption of bile acids from the intestine of a mammal, 
such as a human, which comprises administering an effective bile acid absorption 
inhibiting amount of a compound of formula (I), as defined in claim 1, or of formula 
(la) as defined in claim 5 or of a pharmaceutically acceptable salt, solvate, or 
physiologically functional derivative thereof to the mammal. 

A method of reducing the blood plasma or serum concentrations of LDL and VLDL 
cholesterol in a mammal, such as a human, which comprises administering an 
effective cholesterol reducing amount of a compound of formula (I), as defined in 
claim 1, or of fonnula (la) as defined in claim 5 or of a pharmaceutically acceptable 
salt, solvate, or physiologically fiinctional derivative thereof to the mammal. 

A method of reducing the concentrations of cholesterol and cholesterol ester in the 
blood plasma or serum of a mammal, such as a human, which comprises 
administering an effective cholesterol and cholesterol ester reducing amoimt of a 
compound of formula (I), as defined in claim 1, or of formula (la) as defined in 
claun 5 or of a pharmaceutically acceptable salt, solvate, or physiologically 
fimciional derivative thereof to the mammal. 

A method of increasing the faecal excretion of bile acids in a mammal, such as a 
human, which comprises administering an effective bile acid faecal excretion 
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increasing amount of a compound of fomiula (I), as defined in claim 1, or of formula 
(la) as defined in claim 5 or of a pharaiaceutically acceptable salt solvate, or 
physiologically functional derivative thereof to the mammal. 

1 8. A method for the prophylaxis or treatment of a clinical condition in a mammal, such 
as a human, for which a bile acid uptake inhibitor is indicated, for example, a 
hyperlipidaemic condition, such as atherosclerosis, which comprises administering a 
therapeutically effective amoimt of a compound of formula (I), as defined in claim 1, 
or of formula (la) as defined in claim 5 or of a pharmaceutically acceptable salt, 
solvate, or physiologically functional derivative thereof to the mammal. 

19. A method of reducing the incidence of coronary heart disease-related events in a 
mammal, such as a human, which comprises administering an effective coronary 
heart disease-related events reducing amount of a compound of formula (I), as 
defined in claim 1, or of fomiula (la) as defined in claim 5 or of a pharmaceutically 
acceptable salt, solvate, or physiologically functional derivative thereof. 

20. A method of reducing the concentration of cholesterol in the blood plasma or serum 
of a mammal, such as a human, which comprises administering an effective 
cholesterol reducing amoimt of a compoimd of formula (I), as defined in claim 1 or 
of formula Ga) as defined in claim 5; 
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